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(57) Abstract: Fused cyclic compounds represented by the following general formula [I] or phar- 
maceutically acceptable salts thereof and remedies for hepatitis C containing these compounds: [I] 
wherein eadi symbol- is as defined in the description. Because of having an etfea against hepati- 
tis C virus (HVC) based on an HCV polymerase inhibitoiy effect, these compounds arc useful as 
remedies or preventives for hepatitis C. 
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(4) G':dmmm^xh^ (2) xfi (3) mm.(Dcmhm^mmo 

( 5 ) -^^ [ I ] <^ 

'3 '9 .« 

4,-G?-,p5 
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(7) TiB-^ic: [i-i] •vm^fi?>m^mt^^xttmm±ffm^fi^ 




[1-1] 



(^^. #iE-^(4 (1) tmom'oxh^o) 




(9) Tis-^s: [1-3] xm^fi^m^mt^^x\tmm±ff^^n^ 
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[1-3] 



(10) TiH-^^ [ I - 4 ] x^m^ti?> m^mit^mx \-tmm±ff^ ^ 




[1-4] 



-COOR". -CONR'"'R''\ -SOzR"' (R'\ R'^x R'^'XOfR'Mi ( 1 ) 12 

ioii^j-cfeSo). 



^N-N ^N-S 3,.^^N-0 

H • H • H H 

T-fc5 (1) 7bm (10) (^v^-fn;il^^^:|B«<7)CSJfF5^^f&0^Jo 

(12) R^ R^ R'Rt;«R*(D5'fei!>5fe< ^tj 1-odS. ;&/w#^i^/V'Sx 

-COOR"\ -CONR«''R"Xf4- SOjR*' (R''^ R'\ R^StJ^R^tt (l) 
ia«(^ii<9Tfc5o) T'fcS (11) t^lB^OCMffPi^^f^l^^iJo 

(13) R^ R\ R''R'a^R*(Doh<}^^^< ttl^t^-COOR-^Xh^ . 

R'^i^^/v^ uymBMxh^ (1) TiM (10) oi^^-rm^i^mmocmsf^k 
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fes (1) 7bm (10) m^-tm^Kmmocmsf^f^mMo 

X h7 t Kn^'j^f^^^^SXttt'^y v^y^T-fcS (1) 7bm (14) (O 
(16) SCy?)5, 



(^tfj, ^IB-i-fi (1) |a«(^)ii«?r-fc5„) T'fcS (1) 75il (14) OV^-ftL 

(17) ^A/is^ C6-14 ry-yvs-efes (i) Tbm (i 6) (Z)v^-rtl;^)^^c 

;0>lo;OS^ Cl-6T>'^='^VCl-6 TyW3^i/£-efti^$tLfcS4aST-ife5 (1) 
Tbm (17) <^v^-fti;J^ie:lEtt<^CM?*8f&^^Jc 

• (19) Yt^s -(CH2)„-CR»^*R""-(CH2)„- (#IB-i-(ts (D IB^ 

(DM'ox^h^o) -e^s (1) (17) m^-ftit^\^sinocmBi^^^mMo 

(2 0) Z<^if>^^ < <h ti-OTl^ i//U-7"D;d^b5ifmS 175^5 
S-eSt^^tiTt .tV^^T^PgSCl-e T/Vdj^/VSt?^^ (1) TbM (19) ov^ 




)v 
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(19) (D\/^-rm^\-mm(Dcm^^iimmo 
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— N, 




(^tfi^ #iB-§-f± (2 1) lEeojio-cfe-So) T*fc5 (2 1) \zt&m<ocmB^ 



(2 3) i//u-:/D(^/>/i< i:t-o:as-(CH2)t-CONR'"R'^'' (#IB 
Cl-6T7^=i=¥ix£T*fc'5 (1) (19) ©V^-f tlTl^CfBic*^ CMffF|^^?& 
(2 4) ^7U-yD(^6i>/jJ< i:t>-Oi6S-(CH2) t-C( = NR'")NH2 (^ 

s-cfes (1) (19) m^rtiM^t&mocmff^^kmmmo 

(2 5) i/;l'-:/DO^;^i < 'b-ojJS- (C H2) ^-O- (C H2) ^ -C OR 
(#IS-§-«x (1) fB«©ii<9-Cfc5o) R''":65T^ yST-feS (1) 

75^ (19) <Z)V^-ftb;^l>t^lE«<^CMfFl^^f^^^J■, 

(26) ^Jl^-ZfD(D^pfl< th—^ii^-iCHz) t-^R^^CO-R''* 

m^-i-i. (1) lE«Oiit)T'lbSo) X'fcl?> R"";55r 5ySX«Cl-6 T/w^/i' 

T^ySTfes (1) (19) (D\,^'rM^zmm<D cmfff ^i^mm. 

(2 7) i//V-7'DOiJ>3fe< i: t-o:65-(CH2) ,-NR-22R"'M#iBf-**. 
T^y£X{* Cl-6T/^^>'V'T^yST*fc§ (1) (19) <DV^-m:6>{-IBil 

(19) (D\^-tfii!)^Km^(Dcmiff^imMo 
(2 9) TiB-^^ [11] x^m^n^m^mit^mxitmmJ^ff^^ti^^ 
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(2) Cl-6T^\^^ / ^ J\^&, 

(3) ;{7/^#=Sr^/>'^S^ 

(4) v'T y 

(5) = hnS. 

(6) TIBi5^>'>-^Ad^b^lin5 1 75S3ji<?3{imST-gm$nTti J:V^Cl-6 

=l=^^/S^ Cl-6 T/W='^i>'Cl-6 T/J^^^^rv^S^ C 1-6 T;^^ ^i/;^7 7U7j?— /uS 

(7) -COOR'\ 

;i;ii?R'Mi. g^^ttTfeiv^ci-eT/wdr/i^S (ftfrlB;ta<^iiUo)> TIB 
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^/U--!/B7b^bmfffl^ 1 Ib^ 5 ffi<Dfi^£-r-fi|^$ t> J: V^C6-14 7])^ 

v-fkci-e T/u^yi'S. ci-6 T/i';^;/'i'/^S. - (CHj) ,-cooR", -(c 

Hj) ,-CONR"R''2, -(CH^),-NR"R''^ - (C Hj) , - N R"- C O R''\ 
-(CH2),-NHS02R". -(CHj),-OR''\ - iCHz) r- SR^K -(CHg) 
, - S O2R" S.t/- (C Hj) , - S OjN R"R''=„ 

(8) -C0NR'2R"\ 

r rT'R''='SUfR»M4. ^tl^MAiCtX. tK^J^-T-. Cl-6 T/l'='=¥v^»Xfi 

(9) -C(=NR''')NH2s 

(10) -NHR*\ 

(11) -OR'\ 

rr-CR»«{4. 7K*m■^X{itt^^tl■r^J;V^Cl-6T/^=¥/^'il (iflB^a*^ 

(12) -S02R'\ 

r^T-R-Mix tK^S. T^yS. c 1-6 7 /u^/i^mxac 1-6 7 JU^^i^r 5. y 

(13) -P(=0)(OR'")2 

rrTR»"ji. TK^Md^s M^^tLTti J:v^Cl-6 T^u^/i-S (MfB^ei^Oji 
6-14 T y-zi'Ci-e T/u^/i'S^Eft-t-So 

(14) ^^Ig^. gmi^^at/?ii!tm^)6*b®f^ti.5 175ii4fi0^xPMi^^ 
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(1 ) TIB ^/w- y C 36^ 6) ^ff n 5 1 75 li 5 ffiOgJfeS T-gm $ tiT t> J: V N C 3-8 

ifjV^^C ;7K^S^^^ P ^^^il^^. C 1-6 T/UdryWS&t/C 1-6 7/^= =3r v'S„ 
(2) 



(3) S^$tbT'b J;v^ci-6T>'U:aryuS (HtflB^a^ii 0 ..) > Xfis 

(4) 7KSgS 

(1) C6-14 r y — 

(2) C3-8 i/^ P T>'l'=SryUSs 
T'^jrS^xP^ST'fcl?. 




)v 
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(2) TiBi/z^-yD i)^hmt£ti^ i7bm.5 m(D^^mx'mWi:^tix .t v^ c e-n 

(3) TIE ^-'U- 35^ P> ^tftl S 1 75 M 5 ^ Og|$^£T-Ki^ $ tlT t J: V^ C 3-8 

(5) TlEy/i'-T'D 7!)^bm^■£i^l^ I7bm5 m(Dm^&X'm^ ^tlXh^ V^-^x n 

(6) TIBi5^V^-:/D bilf^n?) 1 75M 5 flaog^ST-g^^ tLT t J: Vn-^t^ n 
^Cl-6 T/W^/l^S. 

SHctb-S 1 75S 5 fi©g^S-CBJfe$ t> i V^^T" D mSj T'gia $ ttfc C 1-6 
i/yk-^D : 
(c) i/T y 

(e) em$HTt>J:V>Cl-6T/i-^>'V£ (HtilBSa<^iil3o). 

(f) -(CH2) t-COR'"\ 

(1' ) gife $ t) J: V> C 1-6 T (eirlB5gi^<^ii «3 » ) x 
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.(2')9&IB^/V'-yB}6^b5ifiti5 1 7!?M5<@©g^ST-g^$nTt> J;v^c 
6-14Ty~>'^£> Xit. 

(3' ) BtflBi5^VU-:/B 1 Ibm. 5 ffi(DamST-g^$ <t 

(g) -(CH2) t-COOR-^ 

•? o ) Xfi H&IBi//^-:/B ^^fms 1 5 ffi<^)®|feST?gife$ tiT t> J: v^C 
6-14 T y —zuSC 1-6 T>'^=ar/wSSrS*i"So 

(h) - ( C Hj) t - C O N R''"R*"'«, 

(2')g^^tVTt>ctV^Cl-6 T/Wdr/uS (m(fE^»<Z)ii o)^ 
(3* )gilB^/^-yB Ti^hMitfi^ 1 5 ^og^ST-gi^^nT J; V^C 
6-14 T y — /I'Sx 

6-14 T y — yl^C 1-6 T/^^/^S> 

(5')SufBi//^-7'B;0^bS{^:^lS l75S5fi<^g^^£T'g^^$tLX^>i^^^ 

(6' ) MiBt//w--7'B •it)>^>m\-£ti^ ijbmb m<Dm^^xw^-^nx ii i 

Cl-6 T/l-=^r/^S^E*-f 5o 

(7' )H5iBi//i--:/B H^bMitti^ 1 5 ^@(75B^STgm$:j^T 'b ct WC 
3-8 v'^ p r/^=^>'^S^ 

(8' )B&iHi//P-yB;&^bilfms iTbrns j@<^gife£-Cgt^$nT^5 J;v^C 
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3-8 -y^ P T/l'=^/WC 1-6 T)^^!^^. 
(9')7K^£. 31 fi. 
do' )Cl-6 v^STfc «9 . 

(i) - ( C Hj) t - C (= N R"') N Hj. 

(j)-(CH2),-OR"^ 

:i::t*R'="'(4^ 
(i')7Km^x 

(2' ) t> J; V^ C 1-6 T/Udf^yV'S (HSIE^il<Z)ii t) o ) ^ 

(4' ) M!Bi//w-7'A 36=» 1 75^ 3 fiOgifeS-cei^l $ tvT 1> J: V> C 

2-6 T )\^^=^J^^s 
6-14 T y — 

(6' )gilBi/yi'-rB A^bStfns 1 5 ^@oB^SX•ttm^:i^■C J; v^c 
6-14 T y — yVC 1-6 T/W^/WSx 

(8" ) Hif IB iJ^Vi^- 7" B b ii ti -5 1 7!; ag 5 <Z>fi^SX'g^ $ tbT J; V 
xa^Cl-6 

(9')Hu|Ei//l^-7°B:6=>bilff*L-5 1 TiMS^Og^ST-g^^tl-Cb J;V^C 

do' )MfB^/i^-:/B biSJ^tLS 1 7!73l 5 ^(^gifeSXBi^^tLT ^> iV^ 
C3-8 DT/l'=^/l^Cl-6 T/W^/l^SXSi) 13 . 
(k)-(CH2),-0-(CH2)p-COR''2'. 

rrxR'^tt^ T^yS, ci-6T/u^yuT^/SX«mii5^J^/^-:/B;6^e3i® 
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(1)-(CH2) t-NR'^'^R"". 

(2' ) fiift ^ tLT i v> c 1-6 Tyv'^/V'S mte.mm(om •? „ ) . 

(3* ) ifIB://!'- y B b 5 1 75 M 5 ft OfSlfeST-iaife $ ttT «t V N C 
6-14 T V ->'VS> 

6-14 7 V C 1-6 T)\^^)^^s 

(5' )S&fE^/^-7'B 1 5 ftcogl^ST-g^^nr i 

7^PmCl-6T/l^'Sr/WS> Xfl> 

(6' )frlB^/i'-7'B 1 5 ftoEifeSTg^^nr t> J: 

(in)-(CH2) ,-NR*"CO-R'^ 

r ;i-C'R''29{i, tK^jh^. ci-6r/w=^-'i'SX{ici-6 T>:^7y-r/^S?rE* 

R'" fis 

(i')T^y«. 

(2' ) c 1-6 T)\^^)vr ^ y 

(3')fi|^$ttT'b J:V^Cl-6 TyW=aryvS (ftf)IB^a<^ii !9 o)> 
6-14 T y -/l^Sx 

(5' )fiiB^/i'-:7^B 1 5ft<7)ftta£T'fii^$tL-C t> i v^^ 
(6' ) MIBiJ^>'i--:?'Bv!)^bS(^tt5 1 7I;M 5 ftOglfeSX-gm^ti'-C t) J: 

XP^Cl-6 Tyl'=3r/^S, ^S*-tSo 
(n)-(CH2) t-NR-^'S Oz-R'^s, 

r^XR"=^'fiH(rlB^a<^ii!9T*fc!?. R'^fl. 7lc^J^^•^ g^^tbT .tVNC 

Mt^S-efi^^tLT t j:v^C6-l4 r y -yvSXW:HiffBi//^'-^B;6>fe^{fti5 
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■ (o)-(CH2),-S(0),-R^^ 
(p) - (C Hj) t - S O2- N H R««, 

:ir'CR'"«:. 7K^0^> g^fe$tt■Ct>J;v^Cl-6T/^'ar/^S mtS,mm<Dm 

6-14 T y -/i^SX{tBulBi//l^~7'B/ii^f5ilrttLS 1 TiM 5^@(^fii^ST'«^^ 

(2) Cl-6 T/W=3f-i/:/^ 

(3) C2-6 T/v-J^^v-:/. 

(4) -(CH2)„-0-(CH2)„-> 

(5) -CO-s 

(6) -C02-(CH2)„-. 

(7) -CONH-(CH2)„-NH-. 

(8) -NHC02-N 

(9) -NHCONH-s 

(10) -O-(CH2)„-CO-. 

(11) -0-(CH2)„-0-. 

(12) -S02-. 

(13) -(CH2)„-NR"»^-(CH2)„-. 

rrr-R""«:. 
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(2' ) ^ tLT t i c 1-6 T/u^yvs {mm^m(om "9 o ) ^ 

6-14 T V — 7l^Cl-6 T>'^^/^£^ 

(4' ) ^IS:;^>'W-:7'B 36^ Pj^tf ix5 1 75M 5 ji©fi^ST-fi|fe $ t) J: V^ C 
6-14 T y — /I'Ss 

(5')-COR''% 

6-14 T y '-/u£XMIBi5^>'^->^B;{i^b^{m'5 1 5 ^(Z)gife£-CS*^|$ 
tiTfc J:V>C6-14 T y -/i^Cl-6 7'/u=aE^>'USS:&*-r5o 
(6')-COOR" (R^JiH^IE^af^iitJo). X«> 

(14) -NR'"='CO- {R''^ttms&(0^mtm\^a). 

(15) -CONR''"-(CH2)„-. 

rr-CR-'Mt. tK^H-^s g^^$tb■Ct>ctv^Cl-6 T/w^yuS (mrlE^a^^ii 

6-14 T y -/VC 1-6 T/^=^/V£^it5fei"5o 

(16) -CONH-CHR*"-. 

r.r-CR-^*tt. flulBi/yv--/B;?»^f3al{itLS 1 Tiig 5^(DK^ST'gi^$tbT 
j;v^C6-l4 T y -/vS^itft-fSo 

(17) - O- (C Hj) „- C R'lSRoiS- (c Hj) „ 
(l')7K^jlg^^. 

(3') Cl-6 T/l^^^r^l'S. 
(4')-OR''\ 

r w -^R"^ fi. C 1-6 T/w^/i'S3?.tiC6-i4 T y — 1-6 T>'i'^yW'SSrE5fe 
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(5')-NHR" 

Z.:lX'R"\±. tK^I^^x Cl-6 T/l-^/^S. C 1-6 T/W;t; /USX fiC 6-14 
.(6*) 



(18) -(CH2)„-NR'^''-CHR'«- (R'"XU?R'»''Hl. -?■i^-ei^l^rlB;^^©ii 

(19) -NR''"S 02-X 

(20) -S (0) e-(CH2)„-CR'"''R'"'-(CH2)„- ( e 0 > lX{t2T'&«3. 

(21) -(CH2)„-CR-'''R''"-(CH2)„- (R-'S-tJ^R'^ti. ^tb^ttH&la^a 



(3 0) TI5-^^ ClI-1] T-^$n5 (2 9) IBlt^il'g'm'a'IbXtt 





(^4'> 4IB-^« (2 9) lS«©ji!9-e&S„) 
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(3 1) TiH-iKic [II- 2] x*m^ti?> (2 9) ^m(Dm^mt^^xit 




(T^Y— ^T^(Z)w [11-2] 



{^^. '^IB^fi (2 9) lE^Oii«3T'fe5o) 
(3 2) TBE-|g^ [II-3] T*^$tL5 (2 9) ^^(Dm'^mit^mXii 




>— (^^— Y-Q-(Z)w [11-3] 



R 

C?) 



(^•t". #IB-^« (2 9) fB«<^)il!9-e*)5o) 

(3 3) TiB-isis: [11-4] x^m^ti?) (2 9) iB«<z)Si'g-^ik;-a'ifex« 




>— {7^Y-^7^ (Z) w [1 1-4] 



(^4". #lB-^tt (2 9) fEm<^a'9T'fc5o) 
(3 4) R\ R^ R»RtJ«R*(^5 "<b^i>'fe< t lo;65. :*/w>J?'afWl'S, 
-COOR"\ -CONR"^R'\ -SO2R" (R'^ R*^. R'^RnR'^fi (2 9) 
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ri" -J-^. 



T'fcS (2 9) (3 3) 0V>i"tt;6^c|a«0«|^jS^k^i^X«:iil^±fF^$ 

(3 5) R'x R\ R'STJ«R*0 9-b^/.?< i lo;d^ ;t7yu;^> v^yl^S. 
-COOR^'XIl-SOaR" d ::T'R''R0R*' (2 9) lEic^ii'Jo) T-fc 
5 (3 4) (Cl5«(^^g-a'Slb-a'^X{i^«±W^$n5-^<^mo 

(36) R^ R\ R''3ttJ«R*(D5*>i!>Jfe< i: t lojdK j^Jv'U^^^i^^'USX 
fi-COOR" (rrX-R'^fi (2 9) !B«<^)iil9„) T'feS (3 5) |B«(^i^-g' 

(3 7) R^;65;i;/i.7i?dei//i'«T-$>«9. R\ R'S-U^R'^^^tK^J^^^T'^S (3 

6) mm(Dm^mit^!^xi-±mm±m-m^ti?>t(Dm.. 

(3 8) R\ R^ RXJR* (D ^ h{i^ts:< th lOi)^- coo R-^'X-h^) . 
R^-A^^ji'^nymmm-Ch?) (29) 7511 (33) <DV^-fJ^35^::|B1iO!SI-a'gi 

(3 9) R\ R^ R'RXJ^R*(Oo-h:i^ti:< thl^t^. ^f^M^x 

fcs (2 9) (3 3) (D\,^-rn}b^Kmm(Dm'^mih^mxnmm±^m^ti 

(4 0) ^Cy' '✓'i^ P-J^-^/l^S, C/^^ P-^J^v'/U*. v'^' P^T"^ 
/vSXfix h7k Kpf^;^f7^/vS-t'&<5 (2 9) (3 9) ©V^-fti**(- 

(4 0) mm(om^m^^mx\mm±MM^f\.'b't<D^. 

(4 2) ^Cy ' yiS^ 
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(<;^)v 

i^^. #lB-§-fi (2 9) |B«©iit)-efoSo) T-fe5 (2 9) Jbm. (3 9) 

(4 3) «A' -AK y^=^J^^. }l°]}i^/um. fc'^v'^/^S. fy5:v^:^/U 
£X(tt°y (2 9) 7!?^ (4 2) <^V^-ftl:^l^^-IB^O^'a']l^b 

(44) . ^ci^^/l'SXttt-y v?/U£-Cfc5 (4 3) iB«<^i^-a'^ 

(4 5) SilA' 7)5. 7:nz:i/WS-C'fc5 (4 4) |B«©ili^^<b-^i^X«S!{^ 

(4 6) i:^'/^— yAti.to-rS^^tiTijctv^gi^St^ 5 ■^ii'^Ttf < <t tiMH 

t^l-D^^. Cl-6 T/l^^^v'Cl-eTyU^'^i/ST-e^^tL/cgmS-r-fe-S (2 9) 

(4 7) Y:i5^ -(CH2)„-0-(CH2)„-. -NHCO^-. -CONH- 
CHR'"-. -(CH2)„-NR''"-(CH2)„-. - C ON R""- (C Ha) „-> -O 
-(CH2)„-CR''i=R''^«-(CH2)„-Xfi-(CH2)„-NR'"-CHR''"- (^ ^ 
T-#|B-^{i (2 9) IB«(Diii9o) T'fcS (2 9) (4 6) <^V^-rtl;^)^^C|e^ 

(4 8) Yd5, _(cH2)„-0-(CH2)„-Xtt-0-(CH2)„-CR'i^R'^« 
-(CH2)„- Cir-e^ia-^fi (2 9) |B«Oii»3o) T'JfoS (4 7) IB^Oi^^ 

(4 9) Yi!)K -(CH,)„-0-(CH2)„- (r^T-^lB-^fi (2 9) IB* 
(Om^o) TfeS (4 8) |E«<^^-a^»<b-^tlX{tMm±rF^$tL5^©:^„ 

(5 0) Y:eiS. -(CH2)„-CR»'^R'"«-(CH2)„- (#IB-^(i. (2 9) IB 
^oa?)T-feSo) (2 9) 75ii (4 6) <75V>"f tld^Jlia^c^i^-g-^^b^ife 
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^A' •ib^ya:.::^jumx'hi> (2 9) (5 0) (o\,^-rm^zm^(Dm'^m\:^ 

ST'gi^$ttTt)<tV^^xn^Cl-6T/^=¥yl'S-e$)S (2 9) Tbm. (5 1) <D 
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^fim^ Lx.Tkmm^xfi ci-e r/u^/ws-r-fc «5 , f {4 1 :?irs 3 ©sic-c-fc >? . 



(^4"^ #IB-^f4 (5 3) lB«oa«9-eSb5o) Xh^ (5 3) (c:BEicC>ifS^S^b 

(5 5) ^ ^U-zfD (D^J^fj: < ti>--:>i>^-(CHz) CON R'^R''" (#15 
•^(i. (2 9) IB^©ii«3T'fc5o) T-fcl3. R'"RXJ^R'''<D:}^fl< thi^flt^- 

:^i>^. ci-6T/^=^^i^mxh^ (2 9) (5 1) <D\,^-rtii)^Kne.m(Dm^n 

(5 6) ^'/^-yB<D<i^^j:< tt—^t^-iCH^) ,-C{=NR'^')NH2 (# 
15-^(4, (2 9) iBit^jit) T-&5,) Xh^. R'^HK TKi^SXft Cl-6 
=3^i/ST'fo5 (2 9) 7bm (5 1) <^V^-fn}^l^^^lB«<^i^-^m-a'i^3l{4S^m_h 

(5 7) ^/l'->^D©iJ>J5J< i:^>-o;6?-(CH2)»-0-(CH2)p-COR 
(#E■§•(i^ (2 9) IB«^(?5jii9T-ifeSJ -efe>9 . R'^';65> 7? ySTfc^ (2 

9)75^(5 1) m^-rtii!}^i,zmm.<D^^^mit^mxitmm±ff^^f^^^(Dm.o 

(5 8) ^/U-7'D©iJ»^e< odS-(CH2) t-NR'^'^CO-R"'"' (# 

IB-i-tt^ (2 9) |Bl^<^ji"9l?fe5,) -Cfci?. R'^'^dS. ySXttCl-6T/W 

^/vT^yS-efes (2 9) 7511 (5 1) m^-rtii)^\L^m(Dm^m\:^mxi-i 
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(5 9) ^Jl^-yD(D<i^^i< th-^r^-iCH,) .-■NR^^R'^^ (#lB-^tt. 
(2 9) Moil "9 T' Si) 5 J X^hV. R''^^RUR'^^(D{i^^J:< t h^fht^—ISiP'.- 
ySX(iCl-6 TyU=3r /l^T 5 yST-fe 5 (2 9) (5 1) ©V^-f tLd^(C|B 

d^bS^na 1 75M4^(Z)^TPjr>T-<^-^A.t?^j;5^7^PSSt?fcS (2 9) 75 

m (5 1) (Z)V^m:d^{^lB^Oi^^S'fb^i^XfiM-hrF^$tLS^<^:S„ 
(6 1) 2- [4- O-T'P^yaiy driX) - 1 -i/;?' 

v-zu^://^ %^y—jv-^-^;\'t^ym.^'f-^^^:^'TJV (HJS^i), 

2- [4- (3-:^P^73iy drV) - 1 - i/^ P ^^Srv'/^^i^/ 

'I' ^tJ^i/-/^- 5-;&/V7l?:/if (^Jfe^j2). 

1 - ix^ p^;3lrv'/U- 2 - (4 -t KP^v^7 3i=/l') ^i^y^f ^yy— /V- 

5 (HiS^JS). 

2— [4— (2 — >^D^- 5 — i^' P P^>'v'/^:^^^^/) /l^] — 1— v';J' 

2- {4- [2- (4 P P 73^n/U) - 5 - :^ p P v'yl^;^-^ v'] ^ai 
(*W!i5). 

2- {4- [2- (4 P P ^^i::^/^) - 5 - p P -< V v^/l';t=3f- 
^/w} - 1 -v-i? P^:3rV/W-<>y'l' /w- 5 -;«7/u#^/^ (^M6). 
2- [4- (2 -T'p^- 5 -7< h=3ri/^;yv^yv;^^i/) ^'ai^/V] -l-v" 

2- {4- C2- (4-iJ' P P 73i = /U) -5-7« hdrV^i^v'/V:r#^/] 7 

(^SS^^iJS). 

2- {4- [2- (4 -i? P P 73^^/1^) -5-7< h=5rV^>'i>/V;t=3riy] 7 
o.^/l-'}- 1 -v'^ p.^dri/yk^^'y^ 5 ^y-yu- 5 -;«7/^A)?y^(|l»j9)s 
1 -i^^ p^dfV/V- 2 - { 4 - [(E) - 2-7ai=/Hf=>'V] ^ 
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1 -i/-^ n^^i/;\y- 2 - {4 - [(E) - 2 - 7 31 =/Hf cr-zu] ^ai— yl'} ^ 

)V- 5 {%WSk 12). 

2- (4 -'Oi^/i';^-=ai^i^7 3i::^yu) - 1 -i/'^ p^i^5^yi'^i^y-l' ^ 
7V-5-;«7/V7j?^1J-5 K \ 3). 

2- (4 -^>'v>yi';d-^v'7 3i=/u) -^-^yT J ~\--y'i7 u^:y=rtv^v 

y-r 5 (nwo 14). 

2- (4 -'<:/t?/u;a-^v'7cc::^/p) - 1 -i^^ P'<^'f-/i^^:/i/-i' 
/i^-5 -;^;>'^^^1^5 Yir^-yh^ \ 5), 

1 -i/^ D^^V/w- 2 - {4 - [{4- {^-y )Viirxxy a^z^)\/) -2-^^ 

^^^/V:x;^X/l- (^JSM 1 6 ) . 

1 - v-^ n^^V^yl^- 2 - {4 - [{4- {A-y jVirx^y au:::.}V) -2-^^ 

n iM'^mx 7). 

1 - i^^ p^drt^/k- 2- (2 -7>'^;*-n-4 -l: KndE-t^:73t=.>'V) ^:/:/ 

2- {4- [tf">^ (3-7/U;tP:7 j::::!/^) p{ f>^i/] - 2 - 7^1^;?^ P 7 =^ 

(^ii«»ji9). 

2- {4- ( 3 - :7/U:^-p 7 ji=/1^) ^ - 2 -y }V:^xiy 

M u^^%^jv-<i^9^ %^V—)V-^--X)fVii^:ym. (^M^8J2 0). 

1 - v/^ p^^'f-zP- 2 - (4 h P 7it^/u) -^^i/^ 5 yy—^'W- 5 - 
;:&/^;J?>'^^f^/i-^;^x/U' (IIJfeM2 1). 

2- (4 -7 5 y 7 j:::^/^) - 1 - v^iJ' p^:/5^/^--0>^-(' $ i/y— /l^- 5 - 

/vjj? :^ x/u (HM 2 2 ) , 

2- (4-^:^y'-Y/U7'^ y 7cc^7U) - i -ix^ P^:/f^/u^>')/-r 5 
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2- {4- [3- (3 D P 7 y J ^''y'\ yaL=./U) -l-V^ 

2- {4- [3- (3 nn 7a::=.;W) 73iy=3rt/] - 1 --^^ 

2- [4- {3-T± V^-yy y 3^=.)V'\ - x-^y^ u^^'y 

1 -i^^ n^^VyV'- 2- [4- (3 - t KP=¥i/7 3l=7^:<^^v') :7ctc:^yW] 

1 - v'^ p^=¥i//l'- 2 - {4- [3- (A-ifVi^/^y^ N^v') 7^1— 
2 9). 

1 - v'^ p^dr^y/w- 2 - {4- [3- (4- t°y iz/l'^ h^rv') ^air^/V;^- 

2- (4 -^:^>^/u:t^;/7 3i^yv) - 1 -i/^ P^>'>;W'^>')/>r 5 

71^- 5 3 2 ) , 

2_ (4 -^:/v^yv;t^i/:7;c^/u) - i -iXi? p^:^5^yv— N", N-v?^^ 

? ^y-yi^- 5 -^yi'Jj^^f-^ K (IIJSf!l3 3), 
2- (4 -^:/v^yV:^^v':7 3i^yU) - 1 -v':^^ P'<:/f^/^-N-p« hdj^v^- 

2- (4 -^i^>?/i^;^^;^:7 3.^/u) - 1 -i^^j' p^:^^/i^-5 - (i-tK 

pdri/- 1 -pi 5^/1-3^ ^/U) ^ ^^^y-;!^ (^M3 5), 

5-T-fe^>'V-2- (4 -^>'v'>'V;t-^v'7 3i::i/U) - 1 - i/^^' P . 

:/y-f ^ij^v'-/^ iMMms 6). 

2- (4 -'^:/v'>'W;t=3fv':7ai;^/U) - 1 -^V^J' P'O-f-Zl^-N- 

42 



wo 03/000254 PCT/JP02/06405 

m3 7). 

2- (4 -^>i/>'W:^^v'7 3u^yW) - 1 — v':J' P-^i^5^/U— 5 — ^ h P^>' 
y-Y (^WJS 8). 

5-T5y-2- (4 -^i^v^/W;t=^i/7 3i=>'W) - 1 -^/^ 
5 i5^)/-/l^ (HWll 3 9). 

f^/u^^^/^f imMm^o). 
^/v-<i^y-i' {.%%m^ 2). 

2- [4- (4- t e r t -T/f'yV^^'i^yU:^^^) ^aL^/V] - 1 -i^^ P 

2- [4- (4 -;«7/Px}?=^\rv'-<:^v'/i^;^=¥v') i?^!^^^] - 1 -■•y:?' D^^/f- 
zv-oy^ ^yy'-yw-5-;^/i'7Hi^^ (Ilj)fe««j4 4), 

2- [4- (4-^ P P^:/v?/^;*-^i^) 731=/^] - 1 -Vt^' P^^/^/l'^ 

2 - {4 - [(2-;J'PP-5 ^ 7 - 1 -ix^P 

^^/f-zi^^V'y-i' 5 i5^y-/^- ^-■h)\^if^:ym. (^life#'J4 6). 
1 -i/i? 2- [4- ivir'o i^=)-)V^y\/)Vis-^v) 

1 -ex^ p^v^/w- 2 - [4- {A- ^ y^-y^yV'jvir^'i/) 

u^yf-)V-2 - [4- (4-lf y i^/l';?^ h^^') ^i^i/ 
%^-J'-)V-^--)3)l'ifs:y^ (^WJ4 9). 

1 -iy^ p^>'f^y^- 2- [4- (4-7<5^/^^i^v'/^:^"=^C/) 37 31=:/^] ^ 

1 p^i/^/^-2 - {4- [(3, 5-v'^5=->'w-4 — r y;^=3E^iJ-y y/W 
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1 - i^^ p^yf'/u- 2 - (4-t KD^i^^ai::^/^) ^^y:/ y( % ^:/—JV- 
b-:tiJV:^^ym (Uli^ijS 2), 

[2- (4 — - 1 -v^ p^>'^/u^>')/^ 

2- [4- ( 2 -tJ' P n'<>'i^/v:^^v') ^^ic^/W] - l - v'^ p^V^/U-^ 
v>^>r 5^/-/^- S-;^;/^^^^ (Hiifi^JS 4). . 

2- [4- iZ--^ uu^y-JjV:^^i/) y - 1 n^l/'^jV-^ 

2- (4 -'<i^v^>'W:r^i^7 3^^/v) - 3 -v'i5' P^i^^/i^^i^y-I' 5 ^>/— 
/^-5-:^7>'^#:/m (llife«a|5 6). 
2- [4- (^>"^v;^/V'Jtc:=/pr 5 y ) :7 3i=/^] - i -v^^ p^:<^f-/^^ 

^y-r ^^'V—j\y-b--^;V7!r^i^m. (^M^J 5 7)." 

1 - v-^ d^^/^yi/- 2 - [4- (3, b-i/^ uuy :^=Ljv^)V-^=^jVT % 

2-{4 - i(4--i^ u P 7 31^/1^) ;&/^7j?c^/UT 5 ^ ] 7^^ — /U}- 1 - v'^ P 
^i^f^/u^i^y-r ^^y-zl^-S-j^/yl'^^^ife (^li^j5 9). 

2- {4- [(4 - t e r t ;^;>'U;J?=/UT 5 ^ ] 
- 1 -^y^ u^y^/u^yy^ 5; ^-ij^vi^yW. 6 0). 

2- {4- \.{A.-^y-J')V:^^^yy ij )Vit^~)VT % Jl^ :7 3i=;u} - 

tra.ns-4- [2- ^A-^yx^iVHr^^yy 3:.^iV) -^-'fJtVi^^'y^ 

yV^%^V-j\^-\-y(fV\ v^n^^^y-x-ir-jv (Hil^je 2). 

trans-l - [2- ( 4 -^>'v'/^;^'¥'>7 :=^/V) - 5 -*>'^Jl?^i^^ 
2- (4 -^yi:^Jl':t^iyy^:^/U) - 5-:^^u:^^-yp^f-ju- 1 -i^^ 

yf-j\^^yy-( (HJSiJiJe 4). 

2- [1 -^:/v'>'V':^^i/;«7/>)!i?^/l'-4-f^y v^7W] -I-v'^J'p^V^ 
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1 -iy^ X2^yf-j\^- 2- [4- (3, 'Pu^y-^;U:t^iy) y 

1 -i^^ t3'<:^f^7l/- 2- [4- (3, 4-\>i^ un^i/^JtVii^^V) 7 zsu:=. 

-<v9>{ %^V-jv-^-t>)V^-:ym. (^WJ6 9). 

1 - e^^ t3^:/f^7W- 2- (4 -7 31 ^i;^-/!^;^-:^-:/ 731=1/1^) ^y/^x^y 
-yu- 5 - (HJS^ai 7 1 ) , 

trans-l - [2- ( 4 v^/V;r=¥i/r7 31 - 5 -;t;>'VJJ?^i^^ 

7 2). 

2- (4 -^:^v^/V;r^>':7 3i^7V) -h-ti)Vi^^-y :^ u 
^l^'^fi^^iyV^ %yV-jV (IIM7 3). 

2- (4 -^i^v^-'UT 5 / :7 3i=:/u) - 1 -i^^ p^:/'^/u^:^y-f 5 
/V- 5 - /VTj? 7 4 ) . 

2- [4- (N-'<>'-^^^;^/U7j^-yi— N-7< f-/i-T 5: y ) 7^1^=7^] -1- 

2- [4- (N-^:/V^yl'-N-p<^yUT5/) :7a:::i/V] -i-^/rJ'n^:/ 
f^/i'^>'y'-Y$y>'-/u-5-:!?7/u4?vm (llliS^J7 6). 

5-;«7/V7j?y^ mn&mi 7). 
2- (1 -^>'v?yi'-4 - t°^y v'/u) - 1 -v^^:' p^^-f^/i-^c^y-i' 5: iJ'V 

2- (1 -^^^y>f 71^-4 -e^y v^/v) -1 -';y^p^>'5^7K«^>y'f 
y-7U- 5 -;i&7U7j?:/^ (Uli^^j 7 9). 

45 



wo 03/000254 PCT/JP02/06405 

\-i/-!7 x^^:yJ';V- 2- [1- ( p - h V:^ /W* - 4 - t'^ y 

1 -v'i5' P^^i^/P'-2- [4- (3, 5 -v^rJ' P P^^'v'/^;^=^i^) 7^: = 
1 -i^^ p^dr 2- [4- (v^73i::i/Up« h=¥v^) 

1- i/-^ 2- [4- (3, 5-v^-t e r \. -'f'f-)V^yi/;V:ir 

2- (4 -^>'t^/i^;j-'¥v^7 3i^/w) -1- (4 — >;<^yi^v':J' d'^df^v'/w) ^ 
:^y-f 5 iJ^y-/^- 5 -;f;yW2i?>'^ (UliMS 4), 

1 -i/^ n'^dri/>'l'-2- {4 - [2- (2--^:75^yU) ^h^j^i/] :7^=/U} 

1 - v^i^ p^=(r->yu- 2 - [4- p< h^'yy ^y-/ 

1 - v-^ p^dri/yu- 2- [4- {-J^^i^Jl^T^/) V 3^z^)V\ ^ 

2- [4- (^2-\fy Y^^y) :7 3:=yu] - 1 -i/:^ p--sdE^i//v^ 
2- (4 -^>'v^/V:t=3rv'7 3i^;i') - 1 - v':^' v-zW-^^y-Y ^ ^ >''— 
i-iy^ u^^-yju-2- [4- (v^^^^v^/i'p^ h^i/) :7 3i^/>] 

1- i^'^ X2^eiri/jV-2- [4- (3, 3 -v^:7^^>'^7°D 
-<^y>r 5y:/-/l'-5-*7UxJ?^'^ (IIWJ9 3). 

2- [4- (3-:^oo-6-7ct:^>'l^^:/i^yW::^^i/) 73:^/1^] -l-i/ 
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\--y^xi^^^y)V-1- {4- [2- (7^y^v^) jifdri/] ^ai^yU} 
^:^>^>r ^ ^/-yi^- 5 -;«7/i-;J?>^ (IIJg^s|9 6). 

1 - i^^ P^'^V/U- 2 - [4- {Z-y a^^iVfxi\f)V:^^=y) y 3^z^;U'\ 

u^^-y/U- 2- [4- ( 5 - :7 ai:^yU^:/f^/k;<J-dri/) ^ai^/l^] 

2- (3 -^i^v>7U:t^i/- 5 --f y:^-=¥f-y y /l^) - 1 - i^jJ' P^:^ri^/^'< 
2- (2-^:/t^/W:jrd^i/-5-t'y v^/W) - l a^drv'/w^^^y^ ^ 

1 -i/;^ P-^:^;^-^/^- 2 - {4 - [2 - (3, 4, S-hU;^ h^v-^inr^/U) 

2- (4 -^:/v^yw;^=^i^7 3i=/u) -i - (4, f-z^^iy-!^ u^^iy 

;v) %y:/-;v-^--^jvifsy^ (ll*fe^Jl0 2). 

p^;Srv^/W- 2- {4 - [2- oihdri^] y 

2- [4- {2-^l^i>;i^:^^i^y ^iy) y^i^/U] -l-i^^P^^ix 
;u^vy-f 5-;{7/^^Vi5 (Ulifd 1 0 4), 

2- [4- ( 3 -^>^v'/l^;^^^':7 3:y ^rv^) ^ai^yu-] - 1 - v'rJ' P^^v- 
/u^i/y-Y 5^:/-/^- 5-;i(77i-2j<ygf (Uli^ili 0 5). 

1 -i/^ D^dpi^/W- 2- [4- (2- t KP^^v'^cc/dri/) ^ai^i/U] ^ 

:/y^ (mmmi o e). 

1 p^drv//!^- 2 - [4- (3-t KP=ar->:7 3iy^v') 7cc=/U]^ 
>'y^ ^yy-zw- 5-;«;yw#^^ (^Jil^^iJ 1 0 7 ) , 

1 -i/j? P^^v^/U- 2 - [4- (2-;?< h^i^^aiy ^i/) 73i:=:/U] 

y-r 5 5 -;?;/i-/-J?>'^ (HWi 10 8). 
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5:;J^y-y^-5-*yuJj?i^^ (Uliilfll 1 1 1 ) . 
1 -i^^ p^^^v^yu- 2 - {4- [2- ( 3 -t' ^/l'- 2 
73iy=^r^X] ^ViZ-Y 5 -;{7/W:1^'>^ (^ilfll 1 1 2). 

1 - v':^' a^dri^/U- 2 - {4 - [3- ( 3 - ^ ^/W- 2 - ^t"— 
7:x.y=35^;x] -^^i/^T 5 ^v^'-zu- 5 {-^mmi 1 3). 

1 -i/^ p^df^/yu- 2- [4- {2-y()/^yf-;v:t^''yy^/^'i/) y 3l 
^:/>^^$^)/-/u-5-;«;/u#i^^ (HtS^i 1 14), 

1 - i^:^^ ta^^tz/W- 2- [4- ( 3 y^^/^^'U^^^v^^* 7 7a. 
^i/-/A%^V—;\^-^-lJ)Vit^:ym. (Hii^iJl 15), 

1 - v-^:/ D^drWU- 2- {4 - [2- (10, 1 l-v't Kp-SH-v'^ 
[b, f] Tif f:/- ^ibar;/] ymcryu} ^^'Z-l' ^ 
-5-;«7/W^>'^ (Ilji0ijl 16), 

1 P^^-Wi'- 2 - {4- [2- (4- h y 7yV;d-p;»<f^/U73^=/l') 

7), 

2- {4— [t:';^ (4 -i? p D :7ai:=/l') 7^ h^v"] 7 -1— iy^P 

5:iJ?*y-y>-5-;^7y^7)?^^i^ (HWJi 1 8), 

1 -v'^ P^^v'/l^- 2- {4- [2- (4-;>{ h^v^:73i=/U) a^h^^rv'] 

y^^)V\ -<:yV^ %^V-j^^-h-i3t\^if>>^ym. mWS\ \ i 9)^ 

1 - v^:^ p^^v'/U- 2 - {4- [2- (2-p« h^^x73^c:i/V) aibdf^i/] 

\--y{7 x2^^-y)V-2- {4- [2- (3-7< b v^:7 3. ;^;u) o^h^ev] 
^a::^/^} ^^yV-i %^-J-)V-^-1i)Vit^:yn. (^Ji«3|12 1), 

2- (4 -^:/5^/l';*-=¥-i/7 3i:=/U) - 1 -i^^ P^T'f^/l'^ 5 ^i/— 
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/v] ^yy^f Ky^/-ji--5-^ji^^^ym iMMmi 2 3). 

1 n^:3pv'/P- 2 - [4- (3-73^^^/V;^-=¥V7 3iy ^i/) 

yi^] -<:/>'>r 5^?'>'-/u-5-;^7>r^>J?:/^ (HtS^fiJl 2 4). 

1 - V^ n^^V/U- 2- [4- (2, 2->^7 3i=/l^ac hdrv') 7 

/V-5-*/l^*'^j^ (HWJl 2 5). 

2- {4-^yi>/l-:i-^-yy -l - (S-i/^ n^dr-fe::^;^) 

c i s-i - [2- (4-^yi;^Jl^:^^i/y ~ ^-•)3;\^i^^%/^y9 

^ — { /^^'] -4-7>'^;^-I3^/^^^dE^i^:/ (lllfe^Jl2 7). 

1 - v^^ p^dri/^l'- 2 - [4- (2-731/ :^r-i/7ai/d5^i/) ^ai^/U] ^ 

2- {4- [(2R) - 2-^yi:^/\y:t^iy:fyjU7j^=^J\^T ^ / - 2-7 
h^'y'] y_3^^)V) -\-%/i;u^\^y)V^yV4%¥9—)V-%-l3)Vi^y^ 
(IIJ£«»J13 0). 

1 - i/'^ p^df^V/l'- 2 - { 2 -7/^:^-p-4 - [2- (4 - M) 7/^:^P p< 

m immmi 3 d. 

2- [4- (4-^>'v^/U;t^i^7*y ^v') 73i:=^/V] -l-^/^n^d^i^ 
/w^^'y^ ^yv'-zv-s-iJ^/WTf?:-^^ (Ilii^sji 3 2). 

2- {4- [tf;^ (4-;;<f^>'U7 3i=7l') ^h^v^] ^oi-zl'} -l-i/'^u 
^e^i/tx^^y^yf X 5 -•)3)Vifsy^ 13 3). 

2- {4- [t';^ {A-y j\^irny zs^-jv) y. h^^x] ^^i^yi^} -i-i/^J' 
n^i^-^)V^y-/y{ ^^y^)V-^-ij)Vi^sy^ (^ji^J 1 3 4). 

1 -t/^ p^drv'/U- 6 h=35^'>- 2 - [4- ( 3 - 7 oi ;:i/U:/p 7H=3ri/) 

7cc::i/v] ^:/>'^ 5 ^J^i/^/w- 5 (Hil^aji 35). 
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1 -v^v? p^drix/U- 6 - t Kd^v'-2- [4- (3 -y ^uz^jU^u n^^-y) 

1 - i/^ p^^i^yu- 6 2 - [4- iz-y zc=^)v:f^ii^^-y) y 
o^n/u] %^9-)\^-^-io)Vif^vWi 3 7). 

2- {4- [2- {1-^yJ)Vit^%^y ^V^'y'l 73^-/1^} -1 
--y-i^xi^^^yjV^yV^ %^-y-jV-^--)jfVif.ym (HHfe^Sj 1 3 8). 

2- {4- [2- (^Z-^yV'J\^:^^-yy aL=.)V) aih^ar^y] :7^^/V} -1 
-^y^ u^^iyjX^^yV^ %^^J—)V-^-ti)Vi^l/W. (lUfeM 1 3 9). 

2- [4- (2-*/U#^i^p«^>'l';a-=3et^7 3^y ^i/) 7 31^/1^] -l-i/iJ' 
p-vdE^v^/p^i^y^ 5-;{;y^;il?:/^ (HWJ i 4 0). 

2- [4- {^-•^fVi^^'-y:^f-)Vi!s-^i/y zcj^-y) y -i--y^ 
u^^iy/u^yy^yf 5 ^y^-;u- 5 -*>'U#i^M (HtfeM 14 1). 

2- {4- [3-^PD-6- (4-^5^yL'7 3:=-/^) ^y-J/i^:^^iy^ you 

2). 

2 - {4- [3-^aP-6- (4-^ h^Sr^^^^^^'U) 7 
3^=zju] - i--y^ m^ef-iyji^^yy^yf ^yy^ju- 5-:ib/u:^ym iMWmi 

4 3). 

1 - iXi^ P^driyyu- 2 - 4- [2- ( 4 - h U 77U;^-P ^ 9^ 
(^Ji^!|14 4). 

2- {4-[2-(4-tert --f=f-jvy 3^:^)^) - ^ - nvL^y^y 

mm 14 5). 

2- {4- (^^-■!7 x2xi-Q-y zc^)V^y^y)Vir^-y) - 1-y iVirny zc 
-\--y'!7 u^^^yjv^yy y{ %yV—)V-^-tt)Vi^y^ A: 

6). 

2 - {4 - [S-iJ'nn-e - (3, 5 -i;':^' p p ^^^/U) ^:^-:^>'W;^-'¥V] 
- 1 -'y^ n^i^^y)V^yVy{ % ^y—)V- 5 -tijvi^ym. iMMM 
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147)x 

2- {4- [t';^ i4-yji^:^ny 3^=.ji^) p< - 2 -7 jv:tuy 

ju}- 1 - v'iJ' a^^iy/u^i^y^ ^ 5 -:^/i^yf^:^m(MMm i 4 8). 

2- {4- (4-^:^v^/l':^^v^7 3:y ^i^) - 2 P ci73i=/W -1- 
i/^ o^df^Vyw^yy-f 5-*;V7)?:/il (Ulifi^i 4 9), 

2- {4- (4 -'<Vv'yW;^-dri/7 3iy =^-» - 2 - h P 7/V;^t3;<'9^/l'7 3i 
- 1 P^dri//U'<:/>'^ 5 ^-/—)V- 5 -;*/l'7j?:/^ (^JS^ 1 5 

0). 

2 - {4- [3-:^PD-6- ^2.-Y))ytv-^xi:^^)VyaL:^)V) ^^y-yjv 
\ 5 1). 

2- {4 - [(2R) - 2 -T^y - 2 hdrix] 7 -1- 
t/j?- n>v>^i//^^Vi/-r $ 5 -;?7/W-J? (HJfeiffl 15 2), 

2- [4- (2-t'7i^y/W;^^i/) /U] - 1 -i/^ P^^i/7k^>' 

iZ-Y $ iJ^y-zl'- 5 -;{7 7l'2j?>^ (HJifijl 5 3). 

2- [4- (3-if:7 3i=]J>'i';^^i^) :7 3:=/u] - 1 -i/^j? P^^v'yu^:/ 

2-{4-[2-{(l-tert h dr v'^/V'^^/W- 4 - JJ i^/W) 7< 

{%m^\ \ 5 5). 

2-{4-[3-{(l-tert -T' h =3r-iy;(7/kJ}?::^;W- 4 - U v=/^) 7< 

-■)3)Vif^vm. (Hite^^Jl 5 6). 

2- {4- [3-^PP-6- (3, 4, 5- MJ ^ h^V:7ji:^/U) ^^'v? 
fVHr^-y'] yaL:=.;v) - l-'-y^ vi^^^y;v^:y^/y( ^y:/^;v- ^--^j/va^y 

m {mmm 157). 

2- {4- [2- (2 -k'^zn^y yv) a:hdj-v'] y :^=:-;V) - 1-iy^ 
^i/jv^:y9 y( ^ b ji^-^:ym. (Uli^J i 5 8). 

2- [4- {2-}fy 3L=^]) jV^f- h^arV) - 1 -v-^ P^dj^i^yV^ 
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\ ^V-JV- 5 -;&/^3j?>^ 15 9). 

l-iz-^f n^^l/jV~ 2- [A - [2- (4 - t°^il v'yVp^ V^iy) 7 / ^ 

%^'] ya^::^jv] ^i^V^ ^ ^V—jv- 5 - ;i?7 /U/j? (Hii^J 1 6 0). 
1 (4- [3- (4-1^^1;':^/^ V^i^) V 3^ J ^ 

2 - {4- [(2R) -2-T*fe5^>'l'T^ y- 2-731=7^01 hdriy] 7 

- 1 - p^drV/v-<:^y^ 5; ^'i/— /u- 5 -;(7;P7j?^^ (Hii^il i 6 2), 

1 --i/^ p^dr>:^7l,_ 2 - { 4 - [3 - (4 - p< 3 -^^x =/U;^^ i/) 

r?^:^^;^;^] 7 0.^71^} $i5^/-/U-5-;&>'^3Ki^^ (^ii^Ji6 3). 

1 - v'^ p^^Wi^- 2- {4- [3- (3-^f-/U- 3 -:/x=/V;^^v') 
7 3.ydfi^] ^O-i/^ $t/)/-/U-5 -;*>'U5j?>^ (Illi«aji6 4). 

2- {4 - [{(2S) ^ hdrv^] = 

1 6 5 ) . 

2- {4 - [3-^np-6- (4 -^^/U^;r7accz/P) ^:/i;?;W;a-=3r i/] 
166). 

2- {4- [3-^ DP- 6- (4 ^:/;^/W5j^=yW7 3i=>'U) ^i^v'/l':^ 
%m 16 7). 

2- {4- [3-^ap-6 - (2-^^^/^) ^^^v'/P;^^ v'] ^j-^/V}. 
-l-i^i{^n^aE^t//u-<:/y-r 5i5^>^-/w-5-;(;/w>J?:/^ (^Ji^Ji 6 8). 

2- {4 - [3-:^'OP-6- (3 n p:7ai=/U) '<>'v^/>;t-^->] y 
- 1 -v^^ xi^^-y)V^l/Vy{ %. 5 (IlifeM 1 6 

9). 

2- {4- [3-i^nP-6- (3-t°yi;?/^) ^^/v?/W:^:3!^iy] :7 3::=/u} 
~l--^y'!^xi^^i/)V^vV^^^V—)V-^--)3i\^if^vm. i%W\ \ 7 0). 
2- {4- [3-:J'PP-6- (4 -7/V:tn ^ji^/l') ^>'i^>'l^;^-#ix] 7 
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7 1). 

2- [4- (4 -^Vv';^^^ix:7 3iy ^iy) - 3 -7/U;tD>':i^-/l'] -1 
-^/^ u-^^'yjV-Oy^^ 5 -tuVi^^ym. iMM^ 1 7 2). 

2- [4- (2-:/d*- 5-:^n D'<>'i^yU:^drv') ^a^nyw] -l-t/^ 
xi-^^^y,V^VV^ X^-/-f\'-b--^)\^if^l^m. 7 3). 

2- {4 - [3-:^'0 0-6- (4 P P73i::^>'l') .■^>'^^yV;*-'Srv'] -2 

m 17 4). 

2- {4- [2- {(1 -T-fe^>'l'-4-t!'-<!) v^/U) p( 7ccy=3rv'] 

1 7 5). 

2- {4- [3- {(1 -T-fe5">'l^-4-f^!; v'/V) pi h^S^i/} 7 3iydrv^] 
17 6). 

vx^^-y)V-2- {4 - [3- (2 -yp t°-/U;^^v/) ya^y^v^] 
^^^iZ-r $^>/-y>-5-*/U#:/i! (Illi0ijl7 7). 

1 - i^i^ p^#i^/l.- 2- {4 - [3- ( 3 - f y i^/l^^ h'^i/) ^i/'^v'] 

2_ (4 -^:/v^/V;t=^;^- 2 -p< h^v':7 3i^>'U) - i --y^ P^dj^v'/v^ 
vV4 ^^-/-}v-'b-iJ)Vit-vm (^ii^Ji7 9). 

2- [4- (2-yn*- 5 hdrv'^i^i^yV;^-^-:/) -1-i/ 
^p-^drv'/u^:/y'f ^i5^>'-7W-5-;&/U7)?:/^ (^Ji«»Ji 8 0). 

2- [4- (;{7/l^;i?^>'v^7^=/U^ h^v') - 1 - v':^' P-^df^v' 

)V^:yV4 ^¥V-?v-^--)j)Vifs:y^ {%WS^ \ 8 1). 

2— {4- [2- (4 P O :73;^:::i/V) - 5 b P-^:/^^/^::^-^^^] 31 
2). 

2- {4- [3-T-fef'>'WT^ y-6- (4-^ P p7:e=/I^) '<:^v>/l';f^ 
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mmi 8 3). 

2- {4 - [2- (4 -;t7/U7}?^-:y7 3i^/u) - 6 
1 8 4), 

2- {4- [{(2S) -1 — <>'v?/W;^^rv'*/l'J}?=/W-2-lfP yi^^/U} 

m immmi 8 5). 

2- {2-i5'pp — 4- [2— (4 - h y ;^ ^7l'73i::^/'U) ^:/v^/L' 

immmi8 e). 

1 - i/^ p^ds-i//U- 2 - {4 - [3 - (2-f 1) v^/l^p* b^^/) ^oiyari/] 

2- {4- [2- (4 n n 7a^^yV) - 5 -7/1';^d^^v^;V;^:3e^v'3 :7 
8 8), 

2- {4- [3 -:*/V#'35^i^- 6 - (4-iJ'n n73ic^/U) ^>'i;'/V;^dr 
18 9). 

2 - {4 - [3 -;^7>'l'/^^x('/^-6 - (4-:i^nP73ic:^/l') ^^v'/V^t^v'] 
7:1.::^/^} - 1 p^drv//^^>')/^ ^ iJ'V— yW- 5 (^IflM 
190). 

l-i^^x:i^^i//U-2- {4- [2- (i^T^^^/V'J^^/W^^-YyM h'^f^v') 7 

1- -y^u^^-y/u-2- {4- [2- (k'^y h^r^^) y 

o.y^Srv'] ^^^y^ ^ i/y-Zl'- 5-;«7>'U7j?:/^ (^Ife^Jl 9 2). 

2- {4 - [{(2S) -1 — <l^iiy7.;uyt^:=./U- 2 - t°u !J v^c^yi'} ^ 

v'] y^^M - 1 -iXiJ'P^drv'yu^vy-r ^^y->'^-5-:*>'^jJ?>^ (H 
Jfe^dl 9 3 ) . 

2- {4- [{(2 S) - 1 tyV>(/\^-2-\fu V i^^/i^} 7« h^-;^] 7 J. 
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4). 

1 9 5), 

l-i/^ {4- [3- {-J:^^ji^ti^i^^<^^ Ji^/ h^iy) y 

1 -i/^ a^^;/yw- 2- {4- [3- {\f^^)'J'Jti)Vif^=^)^:f-y^'y) y 

1 -%/^ p^:3ri^/V- 2- {4 - [3 - ^ :^)Vii^:=.)V- 4 - t'^JJ 
(HJfi^Jl 9 8). 

1 - i^^ p^dri/7U- 2- {4 - [{2-^^>'V-5- ( 4 - ^ n n :7 31 

-4 -;t^1^:/y /V} ^ h=^v^] y:ju^)V\ ^^^y-f /u-5-;&/U7t?:/ 

^ 9 9). 

2- {4- [3- (3 P D^:/i/;U;a-^v') y 3^ J ^-y^ y 3uz:.)V\ -1 
D^;35-i//U^:/i/-Y ^ ^V—)V-^-tl)\'i^Vm. (lliS««J2 0 0). 

2 - {4- [3- (4-^ p D^:/v^/^;t^v') :7:iiy^e^] 7^1=/^} -1 

-^y^Xi^^^yjV^y-J^ %^^J-)V-%-^;Vi^l/^ (*liF!l2 0 1). 

1 - v-i^ n^drv-yu- 2- (4- [3- ( 4 - 7/^;^- o ^i^i;?7l';J-^i^) 7 31 
y^iy] :7 3.^/v} -<:/y^ s-:^;/^;}?^'^ (IIWJ202). 

1 - iXiJ' P^^v-yi^- 2- {4- [{(2S) -1- (4-- hP^a^^yl') - 
2-t:*'p y v^^/i^} p{ :7zt=yu} ^i^y^ 5yy-/^-5-;i&7Ujj?^^il 

(^ii6«fij2 0 3). 

u^^-y)V-2- {4 - [{(2S) - 1 -7 3i^/V-2-tf P y 

«sj 2 0 4 ) . 

2- {4- [{(2 S) -1- (4-T-fef-/VT^ /7i=/U) -2-t'pyv^ 
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ju:^ym {mMm2o 5)> 

2- {4 - [{5- {4--^ uvi-7^=l;u) - 2 - p« ^/l^- 4 -f^T ^ U /U} / 
k%W\2 0 6). 

2- {4- [f;^. (3 -7/'l';d-D 7 p« h'^rv'] 73^=/^} -l-v^iJ' 

n-^^i/fv^i^y^ %iry—j\^-^--fi)i'i!^vm {MMm2o 7). 

1 ->>^ a^df^V/U- 2 - {4- [2- (4 a P ^ai::^^^) -3-— 
^^v'/l^:^^^/] 7rc^7U} (IIMJ2 0 

8). 

1 -i/^ p^^v-yw- 2 - {4- [3- {A-^r YytYn\fy^J\^:^^%y) 

1 - i/^ p^de->7U- 2- {4- [3- {4 - VV y^^:^-^ ^'f'/^^y^/i'^ 
1 0), 

p^drv^/b- 2 - { 4 - [ 3 - {(1 -/^/l-- A-h'^V i^/U) ^ h 

1 l)^ 

2- {4- [3- (4 - t e r t ^aiy^ari/] y :c 
2)> 

2- {4- [3- (2 -i^ P P^^'-^/L':t=3rv') ^^ly^arv^] y :^=.)V) -1 

-v^ p^:^r>'/^^>';/'i' $^)/-/^-5-;^;>'i'^}?:/i? (lliiS^J2 l 3)^ 

1 - v^^p^dfi^yV- 2- {4- [3- (3-fyi^/W) 7 3i/^t^] ^ai::^ 
yu} '<vy-i'^iJ^)/-/u-5-;t;>'V'xi?i^^ (HJS^'iJ 2 1 4 ) , 

2- {4- [3- (4 -tJ^ P P 7a::=^;U) 73iydf->] 7ai=/V} - 1 
p^drv^/U^^y^f 5-;*;l^7i?i^if 2 1 5). 

1 -i/i? p^df 2 - {4- [3- (4-y hdf^v-^aicii/W) 7317^^] 

^oi^/U} '<i^i/'< /u- 5-;&7^xJ?>g? (^JI^J 2 1 6 ) > 

1 o^dfi//v- 2- {4 - [{4- (4-y ^y:^/W3i^ = /U7 3i::^/U) - 
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(HM 2 17). 

2- {4- [{4- (4-iJ'DP73i^/^) - 2 -^^yP- 5 -f-Ti/y/l^} 7« 

immm2 1 s). 

2- {4- [1- (4:-^ nx2^yi^jv) - 3 -f v^/l';t^v'] ^jl^/U) 
1 -v/^ D^dr-:y/W- 2 - {4 - [3- {(2-p«^/U-4-^ryD/l') / h 
2 0). 

1 -v^^ a^:3lrv'>'^- 2- {4 - [3 - {(2, ^ -^TV ^) )V) 

2 2 1 ) . 

1 - ^^^57 P^^^^/V- 2 - {4- [3- (3, 5 -i^i? D P :7 3i^/V) 7:^7 
^v-] :7a:^/V} -<^y>i' 5-;^7/V/K^^ (|liilS^?ij2 2 2). 

2- {4- [1- (4-^ n p^>i;/V) -4-t°^!J i>/v;r^v'] ^^i^/u) 
- l-^yi^ u^^^y)V^yVy( %^^/-J^-^-i3fVi$,ym. (11^2 2 3). 

2- {4- [3- {A--tr vLxi^i/'^jviir^'y) t'^y^;'/] ^ct^yw} -i 
-^y.f;xi^^^y)V^y-J4%^^J-)V-^-tif\^if>'y^ (||«B«^2 2 4). 

2 - {4 — [4 -;^7/U/^^'i'/u— 2 - (4 P P "7ai:^;U) V^y'l';t=¥->^] 

2 2 5). 

2- {4- [4- {A-^ nvi^y^^iVir^'y) y zc.=^jV\ -1 

-i/^P^dp^>'/Wv<:/>^^^^>/-yU_5-;^;;l^7j?:/^ (^Jli^sj 2 2 6). 

2- {4- [3- {(2-^5'PP-4-fc' y i^f/U) ;^ h^ix} 7^/^^^;/] 731 

7). 

2- {4- [{(2S) -1- {A--J'^f-)V^JVA^y( jvy a^:=.jV) - 2 - t° 
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5-:jtj/u^.>^^ immm2 2 s). 

2- {4- [2- (4 P P ^a^:^/^) - 5 h ^Z^^ JV':^=-/l^^yi:^/U 

immm2 2 9). 

1 - i/^ p^dr->/U- 2 - [4- (3- MJ 7/U;^i3p«^/U73iy ^i/) 

1 -i/^ u^^-y/u- 2 - {4 - [{4 - {4-''J;<^/i^:fJ7W<^^ 3L=.ju) 

-j^/UTjfy^ (^WJ2 3 1). 

2- {4- [2- (4-:^' p P7a:=/l^) - 5 -v'^^/U;&/^/-«^^/l^^>'v' 

^ (^JIS^2 3 2). 

2- {4- [{4- (4-^ P P73:=/^) -2-p«^/U-5-t?'iJ 5v?=:7l^} 

m ^mm. (mmm 233). 

2- {4 - [{2- (4-^ P P7cc::^/U) - 3 - P ?i f^V'] ^ai^ 

mm2S4). 

2- {4 - [{3- (4-:?' P P7ai=/U) -2-lf ye^/l^} h^i/"] :7a:ri 

/i^}- 1 - i/i^ p^driX/^^>>/'l' 5: 5 - ;^7/^^' 2 3 5). 

2- {4- [2- (3 -i^ P P 7 j^:::^/^) - 4 - / 5 7 - 1 , 3, 5- 

b!) Ti?:/-6->f/U;r^v^] - 1 -i/^ P^d5-i//u^>>^-f $ 

-/i^- 5-;{7yl'jJ?>'^ h y 7>'i':tPB^^m (IIJi^J2 3 6). 

2- {4- [2- (4 -^J' p P73i=7u) -4- (5--r b^v^yyw) ^:^>* 

m. mmm 237). 

2- [4- (4-^:/v'/W;^dri/-6-t°D ^ v'^/^;f=3rcy) 7ce:^/U] -1 
-i^ti' p^dpv/u^yy>f ^i$''y-yw-5-;{7/U7j?>'^ (^WJ2 3 8)^ 
1 p^df^i^/^- 2 - {4- [4- (4-f y i^f/W^ h^i/) -6-t"y 
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9). 

2- {4- [4- Pn^ai::^/^) - 6 - f U ^ 

1 D^dri/yi/^:/i/>r 5 -*>'U7K:/^(|llilfi|2 4 o). 

2- {4- [2- (4-:^' nn:?^!^/^) - 5 - 7< h ^t^'<i^v^>'^:^=¥i/] 7 

X/W (||liM2 4 1). 

2- {4- [2- (4 CI D 7^:;:^;^) - 5 h^t^^:/v'/U;d-^v^] 7 

M2 4 2). 

2- {4- [3- (4-^ on73i^7U) l^U v'>'-2-^/V7< Y^i/^ 

/V (^»J2 4 3). 

2 - [4 - ( 2 -T'P*- 5 - t e r t Y^-ylJ tVif^=^)V^Vi> jVir^-y) 
y zs.=.)V\ - 1 -i/^ o^^i/yu^>/^ 5 ^-/^jv- 5 -;{7/W7}?^'i?^y/UJ^ 
j^x/u (|IJfe«a|2 4 4). 

2-{4-[5-tert --f Y^Vi) )Vi^:=-/V- 2 - ( 4 - tJ' d P^aic^yV) 

^>'^j^;^7">'W (lliS^j2 4 5). 

2- {4- [ 5 -;^7 7l//j^'=3ri/- 2 - (4 -i^ P P 7ai=-/^) -<>'>^/^::^dri/'] 
7 31 = /^} - 1 -'y^ u^^-y)V^yVy{ ^ ^y^jv- 5 -;^7;w;K:/i?^^>'U:3: 
l&i?:^ (lllS«?a2 4 6). 
2- {4- [2- (4 P P 731^/1^) - 5 -p<^/^;(7/U/-^^^/l"<:/v'/W 
:t=3rv'] 7j: = /U) - 1 -'^^ P^drv^/U^^^y^ $yy— 5-;&/k7j<:/®? 
(Il»!l2 4 7). 

2- {4- [2- ( 4 - P P 7 31 ^/I^) - 5 -7< f^/^;^?/^/-^'^-^/^^^^;^/^ 
;t=¥v^] 7ji::^yu} - 1 -i^i? p^^C//U'<i/y^ 5 /u- 5-;<7yU/Js:^^ 
(^JS*»J 2 4 8). 

2- {4 - [3- (ter t -Zf^jV^/i^y 7 jV) -6 - (4-:5'pp7 
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2- {4- [2- (4-^ ^xny aLz:.;^) -^-7^)Vy T"^^ 

2— (4 — ^>'v'yW';^-^v'v^^ D^^v'/w) — l — i/^ P'^^^f v'/W"<>'V''l' ^ 
^-/-jV-%-%)Vi^l/m. (^li^Sl 2 5 1 ) . 

2- [2- (2- t':7 3i=yyV;t-^v'^f-yW -5-^^-/V] -l-v-^P 
^dr>//U^>'yV 5-;^7yl^#^^®? (^JS^il 2 5 2), 

2- [2- ( 2 -lf7 3i::^y >'l':t=3ri/p«^>'W) -S-^JJ/U] -1-V:^P^ 

^-y/w^yv'-r 5iJ^>^-/^-5-:!(7/uxi?:^i^ mWi. 5 3). 

1 -i/^ p^:^r->/V- 2 - {4 - [{4- (4 -77V;a-P7 3:=;W -2-t K 

-■h)VTfsvWi (^i£M2 5 4). 

1 - ix^ P^ari//^- 2 - {4 - [{4- (4 -;(7/l-Jj^'^->:7:t^/P) -2-^ 

^}V-h-^TV^) )V\ ^ ^=ar^^] :7 3i=/u} ^:/>^-i' ^^v'— /w- 5 

y^ 5 5). 

1 — v"^ p^^V/W— 2 — { 2 -7/l>;d-P — 4 — [4— 7/V:tP — 2- (3 — 

/UTi^^if (HiS^^J 2 5 6). 

2- {4- [2- (4 -iJ' p p 7ci^:^/t') -5-p< V^^/^^y'yjV-^^^yl y 

- 1 -i/ij' p^dri/7U^:<^y>i' $ ^/y— /u- 5 (llliM2 

5 7). 

2- {4 - [2- {A.-'i; nxiy -5-7< h^->'<>'v^;i':t'¥v'] 7 

5 8). 

1 - i/^ p^drv'/W— 2 - {4- [3 5 - (4-t:° 
(II*I«»I2 5 9). 
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1 - i/:^ D^drv'/l^- 2- {4- [ 3 - ;5>/V>j?=^r v'- 5 - ( 4 - f U v?7l^7< h 
(^»J2 6 0). 

2- {4- [2- (4-^ nay 3^:^/1^) -5-;^ h V^i^v^/U;^-^i/] 7 
6 1). 

2- {4- [3-;5;/W<^^/U-6- (4 D P ^Vi^'yU;^-^ v^] 

(mmm2 6 2). 

2- {4 - [{2- {4-:fy;U:^^iyyzt^:^/U) - 3 - 1' y v?/W} p< h^f^t/'] 7 
6 3). 

2- {4- [2- (4 n P^oL^/W) - 5 h^^V^i^v'/l';^-^^/] 7 
ai^yi,} -1- (4 -X h7 KP'^^d-t'y^^/W ^ /i'- 5 -;^7 

jUTf^ym (mW]2 6 4), 

2- {4- [2- (4 P P 731::^/^) - 5 -v^;^ ^^^U'J^/W^^-l'yV^^'v' 

m ^mm. (mmm2 6 5). 

1 -t/^ p^df^-ix/w- 2 - {4- [3 -i>^^;u:*;w^^^/i'- 6 - (4-h 

5-;(7/V4?:/^ ^iS:^ WJ 2 6 6 ) . 

1 - e/^ p^^i//!^- 2 - {4- [3-v^^f^/l^;&/W^^-('/^-6- (4-<?< 

m^:^ (mmm2 6 7). 

2- {4- [2- (4 -^J' P P ^o^^/W) - 5 ^/l';i57/V^^*^/W^i/v'/^ 

2- {4- [2- (4-^ PP7=.i^/l') -5 f->'^;!&/'W^^^/^^:^v> 
/U;^^ri/] - 2-7;V;tP73:c:::;v} - 1 - i^^ P^dE^'y/u^yZ-Y 5 
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2- {4 - [ 3 -;^7/l'/^^-l'/^- 6 - (4--^^ xn uy -<>'i/yW;^:ar iX] 

•^-:ym. mm.m. {mmm2 70). 

2- {4- [3-v'p«f^/l';&yU/^^^/V-6- (4 ^i^J^/UjjN^/U^ai::^ 

2- {4- l^-\y:^^J\^ij;V^^^y( jV-Q- (3-t°yi/7U) ^>'i^/U;d-=3r 
i/] y^^^M - 1 -^^^ ci^^i//i^^:/y-i' ^ /k- 5 zi 

Iti&m (^H^il 2 7 2). 

2- {4- \.^--J^'^ji^i3j]^y<''^^ jvy 
- 5 -;{7yi'^'>-g^ (HM^J 2 7 3 ) , 

2- {4- [2- (4 -i? n n 73criyw) -5-7< h ^ v"<Vv'>'l';^-^i/] 7 

:c=>'u} - 1 - (1 -;^df y-4 --r 1 Yxi'j-^y^y^^j^) ^w^i % yv 

—;\^-5-i3;vi!^vB. (HJil^?!! 2 7 4 ) . 

2- {4- [2- (4-:^'nn7rt=/U) - 5 - h ^ V-:?/^:^^^ v^] 7 
aici^yi^} -1- (1, i--Jir^y-A-Tyy}iY^f-:t\fy=-M ^l/V^ 
%y-J—)V-^--)jjvi^:ym (IIWJ2 7 5), 

2- {4- [2- (4 P D ^oi^/U) - 5 h - 
2-y )V^ny a^^)V] -1- (4-x b^t Kn^;rt°7^/^) ^:/>^-l'^i?' 
5 - * /UtK (HWJ 2 7 6). 

2- {4- [2- (4 nn 731-/1^) -5-7« h - 
2-y f\^y!r^y :^=-)i^\ - l- ( l -;^=3ey-4 t KD'5^:tt°7=./v) 

^i^i/^ ^ iJ^'y— 5 -;*>'V7t?>'^ (^JSM2 7 7). 

2- {4- [2- ( 4 - n P 7 a: ::^/^) -5-^ h v^-<^v^/^^=¥ix] - 
2 -7yW';tP7:nc^yu} -i- (i, \-'Jit^y - A-'r Yy^ Ynf-^ydy 
-<VV^ ^yV-fV-^--)3,vif^l^m. (II»J2 7 8). 

2- {4- [2- {A-'i; XiXiy aLZ=-)\A -^-i^^'f-f^T.A/y 
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m.m^ (mmm2 79). 

2- {4- [2- (4 -t^' 13 D ^air^/w) - 5 :?:/;^/^3tc=/w^>'v^/w:^ 
2i&^j2 8 0). 

2- {4- [2- (4-^ p o^^i^i/i') - 5 -p{^/W-:^y^:7 7^>r>'i'^i^i^ 

Wi (^WJ2 8 1). 

2- {4- [2- (4-:^' P D ^a^/W % J^^y-^jvar^ 

MJ2 8 2), 

2- {4- [2- (4-:^' pp:73^::2/U) - ^ - :^ ^ y P.)Vts:^)VT % J 
V'jvir^l/I - 1 -v-^ P^=3r^//u^>^y'-l' 5 5 

(*iS^!l2 8 3). 

2- {4— [2- (4 — P P — 5 -v'^^>'l';t/7W^^^yu^>'-:^ 

/U;^-^^] - 2 -7/U;^-P7ac;:i7U} - 1 -v'^ P'^^v'yu^>'>'-1' $ 
-^-lOjVi^y^ (|li(S*«J2 8 4). 

2- {4- [2- {A.-'!; uuy -5-^ y:ftH^jU^jW<^yfjU^ 

- 2 -7/W:d-p:7cc=;w} - 1 - iXi^ P^^v^yu^i^y-f 5 
—;\^-5-:h;v^sy^ (lliSf!l2 8 5). 

2- {4- [2- (4-^ PP^a:^/^) - 5 - t:°^y i^y ;«7/U;j<::^/U^i/v> 
/V:^-^^] - 2-7/l';t-P7cnri/V} - 1 -^z^' P^dr-^/U^:/^-^' 5 yy— 
- 5 -;?7/V:iJ?>^ (Uli^ 2 8 6 ). 

2- {4- [2- (4-^5^ P P73i=/W) -5- ( 1 - fP y v^^yU) :«7/U7j? 

^iS^y-zU- 5-i7yk7j?Vi? (^li^SJ 2 8 7 ) . 

2- {4- [2- (4 P P :7ai::^/W) -5- ( 2 - t K P f^/l') ;t7 

7W^^^7U^:/V?7U:^:Srv^] - 2 -7/1':^p:7 3i::i/V} - 1 -"-/^ P^dri/'yl^^ 
:/y-f5;?'y-7U-5-;&7Ujj?>-^ (Ilii«?ij2 8 8). 
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2- {4 - [2- - 5- (4-k Kd dri/lf^ y v?y ) 

2- {4- [2- (4-:^' P P^zi::^/^) - 5 -^^I^^M; ^ ^^^Jj^^/V^^v^ 

- 5 - (HJfe^^J 2 9 0 ) . 

2- {4- [2- (4 -i^ p p^nicriyi') - 5 U 7 :i7yW7js=/Uv< 

5 (lliife^y 2 9 1). 

2- {4- [3- (*yl'7j?^i/;^^7V:357>'W<^-l'/U) - 6- (A-^ ntiy^^ 

2- {4- [2- {4- (2-;«7/VJi<=^-v':3i5^y^) :7:tk/k} -S-i^PP'^ 

^ym (^M2 9 3). 

2- {4- [3-:^'PP-6- {A-yi Yn^'y:^^;vy :^:=.;V) ^yJjV^ 
ig«?i|2 9 4). 

2- {4- [3-i^pp-6- (4-^ Y^i/ :^^jvy a^=^j\^) ^y-y;vir^ 
liM2 9 5). 

2- {4- [2- (3-;?7yV7}?'¥v'7j:=/W) - 5 -^J' P P^>'i^/^;t'3r>'] 
2 9 6). 

2- {4- [2- (4-^ PP 7^1:^/1') - 5 -7 5^/^5^C^^:/v'/V:^=3f^v^] 
:7 3i = /U} - 1 -v-^ P^:3riy;u^Vi/^ 5;^y-/l^- 5 -;57/^7j?:/g^ (Bil^J 
2 9 7). 

2- {4- [2- (4-^PP73i=/l') - 5 -^f^/^;^/^:7^::^/^^i^i?/l' 
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(^»J2 9 8), 

2- {4- [2- {4-^ ^tiy zc=^/u) - 5 -v^ry •<^v=/^;r^v'] 
9). 

2- {4- [t*;^ ( 2 - If i; v^/W) 7< h=¥i/] yz^^ju} - l-i^^ n^^iy 
2- {4 - [If;^ (4 -v't^ ^/^;{7/W-=;^'l'/^:7i::^/V) / 7 31=71/} 

- 1 -i/^ u^^-yju^yy^y( ^ 5 -;t;/^jj<>^ imW\3 0 1), 

2- {4- [t';^ (2-5^:i^=/U) /h'^i^^ y:i.=^;U) - l - v-^J^ P-^vdrv' 

/l^-^i^y-r ^iJ^v'-/!^- 5-;&/U7j?:^^ (Ilig«^!l3 0 2). 

2- {4- [2- (4-;J' dp:7 3i=/U) -5- (v'p* f'/^;{7/W^^>(' /P) ^ 

yV^/U:t^'>''\ -2-y )Virny -\-'yp 

^-i3!Vifsy^:^ =j-,vz!^7^^)V (Hii^J 3 0 3). 
2- {4- [2- (4 P P 7 j^::^/^) -5- {-y :^ =f )V ^'^'^ ^ )V) ^ 

:/v'/w:t^v'] - 2 -7/u;^p :73:=/^} -i-'y^u^^i/iv-^y^/^x^V 
-}V-%-i3jvif>,y^ f-h y (ll»J3 0 4). 

2- {4- [ 5 -;(7/W#=^rV- 2 - (4 -iJ' P p :7 3:=/U) ^^^t?/U;^-'Sr i^] 

(^ife^ijs 0 5). 

2- {4- [2- (4 -;*/l/#^>'7 3i::^yl') - 5 - h v'^>v^/l';^^i/] 
:7it:^yu} - 1 -v'^ P^drv'yu^^^y-f yi'- 5 -;«7yV'jK>'^ (HM^SJ 

3 0 6). 

2- {4- [2- (4 -:^7/W^^-i'/i'7 3i=yU) -5- {-y JV^'^'^^ 
^yV')\^ir^-y'\ y :!l=.;v\ - i --y^ n^^^y;v^yy^ 5 ^V—fV- 5 
-;(77l'7j?>'^ (^WJ3 0 7). 

2- {4 - [5-T^y-2- (4 -iJ' P P73:.::^yu) ^>-v^/^::^-=¥ i/] 
- 1 -i/^ u^^^y)V^yV^ % ^"-/—jv- 5 -;(7/U*V^ 3 0 

8). 

2- {4 - [5- {A--^ uny -2-7{ h ^'>^:/v';W>^/l'7 ^ 
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M mmms o 9). 

2- {4- [5 - i4-^ X2uy a^c^jl^) -2-/ h v^^:y 

immms i 

2- {4- [2- (4 o P -5-.?< h i/^yv^/V^;^-] 731 

iS^il 3 11). 

2- {4- [f;^ {4-:^^U:^^i^y a^=-/l^) P« h=3rv/] - 2 - :7/V:^P 7 31 
2). 

2- {4- [:7 3i=7U- 3-t'y v'/Up* h=3rV] - 2 - :77U;d-p :7 ^i^/l^} - 
1 n-^drix/l^^^/y^ 5 ^y^^/l— 5 (II»J 3 13), 
2- {4- [2- (4 — iJ' n P 73in/U) -5- =^y'k:*/'W^^'l' /U) 

)V-^-lj)Vif^:ym.:^^)V3:.:^'r)V (HJSMS 14). 

2- {4- [5-:^'PP-2- (4-fyv5/l') ^>'v?;W:t^i/3 7 
- 1 -iX^ P'^^iz/^^^^y-r 5 ^)/->'l^- 5-;{7>'V^:^^ iti?:^ (llli^»J3 
15). 

2- {4— [2- (4 — ^ P P ^'3:.^/'^) -5— jV^"^^^ )V) ^ 

2- {4- [2- (4 P P 7 -5 - {V^M^^^-yJ^^^'^A^IiJV 

/U- 5 - :;57 /i^/J? ^-g^ 3 17). 

2- {4- [2- (4 -iJ' P P 73^^/V) -5- (4- t°!J v^/Wp«^;W:;^/W^ 

-5-*/i-^:/^ -ite^:^ (Hii^aja 1 8). 

2- {4- [2- (4-:^^ P P 73i::^/>) -5- (N-^:/v^/l'-N-;»< 
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5 - ;«7 /l'7r^ intern 319). 

2 - { 4 - i5-i^/ t)VT ^ / )Vi!t^:=^)V- 2 - ( 4 - t° y v'yU) ^:/v>/l^ 

•ZMWs^ i%WS^^ 2 0). 

2- {4- [2- (4 n p:7 3::^yl') -5- ( 4 - p< ^yHf^7 i^^^- 1 

X. 5 -;&/V7}?>^ ZMmM. 3 2 1). 

2- {4- [2- (4-^ P D73:=^/U) -5 - {N- ( 3 - t° U v^yl^pt ^/l^) 

y-v'w- ^-t>jvif>. ym -mm^ {mmm 322). 

2- {4- [2- (4-;?PD7ct::^/U) -5 - {N- ( 2 - f U v'>'V;»< ^^'U) 

5-;(;/^jJ^^>'^ (^Jfe««J3 2 3). 

2— {4- [2- (4 -if P n :7 3:.^/W) —5 — {iyi!^ vi^^y;U:t) jUy<.^^ 
jv) ^yi/;v:^^i/'\ y 3^:=.;v) - 1 -iy'i^ u^^i/;\^^yy^ % b 

2- {4- [2- (4-^'PP7ct=>'U) -5- (2-tf y v?>^-4 --Y/Uai 
f-/v;i;yw^^>r/u) '<:^v?yi'^^ v"] - 1 - ix^ p^^v^/v^^^^^ 

5 -;t7/U7}?>-^ -i^m^ (^»J 3 2 5). 
2- {4- [(4 -7yi/;e-P7 3i^/i-) {4- ( v^^ ^/i^T 5: / ;<7/i/5j?^/i/) 7 
7« h'Srv'] - 2 -7/l^;^-P7 3i:=^/V) - 1 - P^^-W^^>')/-l' 5 

jj^y-zu- 5 (^«6««J 3 2 6 ). 

2- {4- iiA-y fU:^tx-7 :c=^/U) ( 4 -;?77l^/i?^^^7 3^ ^^/V') P< 

— 2 — yjvii-xiyx.=Ljv) — 1 — v'iJ' u^^i/jv^y^/>( 5 — ;i7/i' 

Jj?^'^^ (^»J 3 2 7). 

2- {4- [2- {A-'i^ nny -5- ( 4 -i"^ y U v'y ;(7/U 

-5-;&/l'Ji?^^^ ^^it (IIJIS«»l3 2 8). 
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2- {4- [2- iA-^ r2X2y - 5 -\i \^ti^iy^yi^j\^:t^i^'] 

(mmms 29). 

2- {4- [2- (4-:^' D n^^i^yu) - 5- ('1' yyp tVu;*^^-?^^/!/) 

/i-:^ym m.^m. immms 30). 

2- {4- [2- (4 -i^ P D:7ai^/U) -5- (N-^r y7°P fcVk-N-^ 

% yy-;u- 5 -:«7/i^2)?;/i^ m.mm. (MMm 3 3 1). 

2- {4- [2- (4-^nP73i=y>) -5- ^/U;«7/W-^-^->r/V') ^ 

if^vm. ^mm. m%m3 32). 

2- {4- [2- {A—!?x2xiya^^)\^) -5- (4-^ h^i/f^y v^y 
^vV'jv-^-ii^-y^ y^=.)v] - 1 --y^ P^dr>://w^>'y^ ^ i/y- 
zv- 5 - /i^/j^' i^m. w^m. mM,m 333). 

2- {4- [2- (4-^t3tay3i^/u) -5- (3-t: Yu^^y-fnyd/vir 
(lli6^J3 3 4), 

2- {4- [2- (4 n P yo^^/l') -5- (2 - fc Kp^->^ h^i/) 

^yv^/^;^dr-y] yai-/k} - i-i/'!? vi^^%/)v^iy^/y{ 

2- [4- (2-:/p*-5-— hP'<i^i^7V;^^v) - 2 -y7V;tD7ct:=^ 
/w] - 1 -i/^ p^dE^^//v^:/y^ $ ^y— /i^- 5 

(Il]li«»j3 3 6K 

2- [4- {2- (4 p p y - 5 ^ p^:/v'y^;^^v'} -2 

-y/^;^p y a:.— /i/] - 1 -v^y D^drv'>'U-^:/y>f' $ ^-lojvi^v 

2- [4- {5-T5y-2- (4 -y P Py ji::^/!') v?/!^;^-^ i/} -2 

--y/V':tpyct=>'^] - 1 -'>y p^df^i/;V'^:/y-^' 5 -;!&/nj?y 
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2- [4- {2- (4 -i^^ t3 P -5- (2-;t-^y t°D y v^^- 1 

VA%J^-/-/\^-^—t>}\'if^^yWL^^f\'=^7.=TA^ (HJfe^S 3 9). 

2- [4- {2- (4-^ on7cc^7U) -5- ( 2 -::a-dr y f o y v':^- 1 

i^^'T ^i5^y-/V- S-j^/V/l^^-^ «lt (^Jfef!l3 4 0). 

2- {4- [2- (4 P D 7rcc^/U) -5- (4 -^5^/Vt°^y 1 

S 5 - /PTj? ^mifi (H WJ 3 4 1). 

2- {4- [5-Tir^/W-2- (4 -i? p p 73:=/U) 7 

iifij 3 4 2). 

2- {4- [2 -. (4-i^ P P:7 3ir^/^) -5- {(4-t KP^^iXt'^y v'^^ 

=3? ^//w^i^v'^ $ yy-/w- 5 -^/I'Tj?:/^ mw\ 3 4 3). 

2- {4- [2- (4 P P :7 3i^y'U) -5- (2-^ h^i/^ h=3ri^) ^ 

2- {4- [2- (4 P P :7:nr^yl') -5- {2- (2-7« 

y-/i^-5-:*/u#:/gS itSgli (IIWJ3 4 5). 

2- {4- [2- (4 P P73i;^/U) -5- )^-:f^jVi3;Vi!^=^;V) ^ 
>v?/U;r^e/] - 1 -i/-^ P^de^^/W^i/)/^ 5 ^y—;^- 5 -:&7l^ 

Jj?:/^ («^^!|3 4 6). 

2- {4- [2- (4 P P 731:=./^) -5- ( 2 - y ^/Uf-T /l-- 4 
--f;v) ^>'v^yw:t-drv'] ^a^^/u} - 1 -i^ti^ p^^v'/w^^y^ ^ 
-S-Jiz/Uxj^^-^ (Iliif!l3 4 7). 

2- {4- [2- (4-:J' PP^cc^^/U) -5- (3, 4-i?tKP^'>f^ 
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2- {4- [2- (4-^ nr^y a^=L/i.) - 5- 2, 4- 

^^v'-yu- 5-:i(;/i'>J?>'^ (^Ji«aj3 4 9). 

2- {4 - [2- (4-^ P -4- (-< y:/n f/Uj^/yW-^^^T/l') 

2- {4- [2- (4 o p:73i^;1^) -4- v^y ^ 

^'^'^ ^^li (Ulig^JS 5 1). 

2 - {4 - [2 - (4-tJ'PP73i - 5^ {(1-fcKn ^ V- 2 - 7« ^ 

D^drv^/k^vy-Y Siyy-yi^- 5 ^^^-^ (^WJ3 5 2), 
2- {4- [2- ( 4 - a P 7 a. -5- (4, 4 - ^/l^- 2 

^f-yy V- 2 -^yl^) ^i^v'/U;d-5arv'] - l -v^^ P^dr->/i^^> 

5 5 -^^/I'Ji?:/!! -lii^lg (HMM 3 5 3), 

2- {4- [2- (4 P P73i^/^) -4- (4-t KP=¥'>'fc''<y t^:/ 

2- {4 - [2- (4-i^ PP73i=/W -4- {(2-t Kp#:^^^/1^) 

2- {4- [2- (4-:^' P P73i-7^) -4- { ( 4 - t° y 5"/U) 

/U- 5-iJJl-^>B. (^]6IM3 5 6), 

2- {4- [2- (4 -i^ P P 7 ji^/l') -4- (v^;^ ^/W-^/W^'^-^/U) ^ 

if^:^m. MBM. (II»J3 5 7). 

70 



wo 03/000254 



PCT/JP02/06405 



2- {4- [5- (2 -T5 y ^t:/— — fyW -2- (4-^aD7 

2- {4- [2- (4-:i^nP73i=yU) -5- (4-k Kn^arv't'^y i^:/ 

^ 5 Iti^J^ 3 5 9). 

2- {4- [5- (v^T^ ^^/^JJ^/W^-^^yU) - 2 - (4 -^/U:^^^;^^-/!^) 

2- (4 - [5- f^yuj^/w^^^/l^) -2- ( 3 - :7/U:r D 7 cc 

)i'ifsy^ W^i^ (IIWJ3 6 1). 

2- {4- [2- ( 5 -i!' n pf=-;^7 3i:/- 2 --YyP) -5- {^'J :^ )V 

)v-^—)3)Vif^i^m. (iiiiM3 6 2), ■ 

2- {4- [2--/p^-5- (5 -^5^>'l';^=ar1^y— /V- 2-^^ /U) ^Vv' 
)Vyt^-y^ y:c:^ju} n^^iy/V^yyy( 5-:fy/l^T^y 

m ^^m. immm 3 e 3 ) . 

2- {4- [2-:;^P*-5- (5 -7^ ^/i^^T/— /I^- 2--^/^) ^i^v'/l' 

mm (M««i3 6 4). 

2- {4- [2- (4 P D -5- (5-^^7U;^=¥f-y— /w- 

/U- 5 - /I^*' Jg^:^ {%%m 3 6 5). 

2- {4- [2- (4 P P :7ai=/W -5- :^f-)V^TV—)V-1 

-^-iJ)Vif.ym. 4^^1t (IIJil^!l 3 6 6 ) . 

2- {4- [2- (4.-^ P P 73i=7W) -5 /l'- 5-^/U^;/ 
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2- {4- [5-i?cin-2- (4 -v^T/ 7 zc^/U) ^i^v^^/W^^ v-] y 3u 
t&^jS 6 8)^ 

2- {4- 15-^ on- 2- (4 -f" h 7 /l^- 5 — f/U^^n/l^) 

(mmm3 6 9). 

2- {4- [2- (4 a P - 5- {2- ( 4 - t K P 

2- {4- [2- (4 P P ^zt^^/l') -5- ( 2 -^^^^ y f ^ U i?^'- 1 

V4 % 5 -ijjvifs:^^. mm^ mw\ 371).. 

2- {4- [3- (4 -i^' P P y 31^/1^) -5- {-y:f'^)V-jj)V/<=^y{)\^) 
l^'J'jvir^-yl -2-y jvir'ay sL^M -x-^y^ xi^^iy/v^vV ^ 
-tV-fi-^)Vifsy^ (^WJ3 7 2). 

2- {4- [2- (4 -i^ P P^o^^/U) -5- (N-t KP^i^T^i^y') 
^:^v'/l';^-^->] - 2 -77U;J-P 7 31^/1'} - 1 -ix:^ p^.;^->/l^^:^i/^ 5 ^ 
V—)V-h-l3fVi^y^ (HJfe^i] 3 7 3 ) . 

2- {4 - [2- (4-^P ny au^)V) - 5- (2, S-v'fcKP-S-;^- 
=ary-4H-l, 2, 4 -;^=3r1^v^r yl^- 3 -^/l') ^> v>/l'^=¥i^] -2 

m. mm. mMm^i 4). 

2- {4 - [2- ( 4 - P P 7 - 5- (2-;t^y- 3H- 1, 2, 

3, 5 -;d-^f-^T>'T>^— 4 -^/V) -2-7/U^p7 
i^/u}- 1 -v'^ P^df^v'/v^iyy^ 5 yy—zu— 5 
Ji««j3 7 5). 

2- {4- [2- (4 P P7a.:=/W) -5- (2, 5 - i^k Kn - 5 
^y-4H-l, 2, 4-^Tv^Ty-/^-3--|'/^) ^^^-J J\^ir^-y'^ -2- 

72 



wo 03/000254 



PCT/JP02/06405 



mmm. mwi 3 7 6). 

2- {4- [2- {4-'i^ ouya^^ju) -5- ( v-^ P ^ D tVu;i;/w^*>l' 

$^^i/-;U-5-;(7yU;^:/^ (H 3 7 7 ) . 

2- {4- [2- (4 P P^i^^yl') - 5- 
^>'t^;^;t^v/] - 2 -7/U;i-p 7 3^;:^/^} - 1 - v-^ p^^ v^/V^^y'^f' 5 ^ 

2- {4- [2- (4 P P7cc:^yU) -5- (t e r t -:7'f^>'U:*/U/^^ 
-f/V) ^i^v^/V;^'3{^->] -2-7/^;^p:7 3in/i-} - 1 -v^^ p^=^ri^>'V^V>' 
5 IV- 5 - (||«g«»J 3 7 9 ) X 

2- {4- [2- (4-ti'pp73ir^>'V') -5- y :/^7W:*/w-?^>r yw) 

-^i^V^yV;^-^^/] - 2 -:7/U::j-P :7 3c:=:;U'} - 1 - v'iJ' P^dE-v//U^>y^ ^ y 
-J-)V-^-UjVifsym («fy3 8 0)s 

2- {4- [2- (4-^ P P73i=/U) -5- {(l-t Kp^v^T^p/^":^- 
2— T/W) ■fJjy^^'^^i )\^\ '<Vv?/U;^-^-y] - 2 -7>'V;d-P 7 -i-i/ 

^ xi^^-yiv^v:/y{ % 5 -:^;/ujJ?^^^ m^M. 3 8 1), 

2- {4- [2- (4 -ti' P P73^::^;U) - 5 - (p< h ^v';<7/W^^'f yu) ^ 

2- {4- [2- (4-^aP7i^/V') -5 - {(2. 3-v^t KP=3r^/>^P 

^^S//W^vy>f 5 5 itg^it (^Jg^fy 3 8 3). 

2- {4- [2- (4-^J'pp7ji^/^) -5- (N-a^'^/l'-N-7<^/l';«7 
/W^^'1';U) ^>'v'/V::a-=^t^] - 2 -7/^;^P7cc:=.yW} - \ -l/i^ n^^'iyjV 
y( %^V-)V-'o-1^)\^if-l^m. MBM. (^iMJ3 8 4). 

2- {4- [2- (4 -^5^ P P 73^::^/^) -5- (N-7« ^^/I'-N-T'P kVl' 
*;W^*>r/^) ^i^t?/W;t-'3r^/'] - 2 -7>'V;^-P - 1 -V^ p^^'> 

/p^^/>/>r 5-;(;/i/x}?:/g& mm. {mws\z s 5). 
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2- {4- [2- (4-i?t3P7:nri/U) -5- (N->f lf/W-N-7< 
2- {4- [2- (4-^ PD^oi^yU) -5 - (2, 6 - v?^ f^^H^^y 

i^- 1 -'r/i';!5?y^3!i?=yW ^yi:^/^:^^\/l ivi^xiy -\-^y 

2- {4- [5- (>^^;U;(7>'^/^^-i'yi^) -2- ( 4 - p n ^ jiz^yu) 

iV-^-lJjVif^ym. (^JfS^J 3 8 8 ) . 

2- {4- [2- (4 P P^air^yl^) - 5- (^p fyV^/W^'^^^/t') ^ 

yV'jvir^V'\ -7.-y jvHrxny zsL=.)V\ - u^^-y}\/^V:/ y{ 
-^)V-^-iJ)Vifsy%. (Uli^JS 8 9). 

2— {4- [2— (4 -i^ P P ^ai:::^/!^) -5- }V )V 4 JV) ^y 

v'>'V;^-^v'] - 2 -:7>'l';^P y'^n::^/!^} - 1 - i^tJ^ P v'/l'^^^y 5 iJ^y^- 
zU- 5 - ;(7 /I'TJ? ym m.^^ imMm 390). 

2- {4- [2- (4-:^^ PP7ct^7U) -5 - {(l^/^/l^:f3/U/<^^ /U) T 

-r ^ 5 mm^ (mw.m 391). 

2- {4 - [2- (4 -i? P P 7 -5 - {(^/l'/}^ y y ;(7/l-7j<-/U) T 

$/} ^:/v'/u;^=^v'] - 2 -7/p;rp73i-yi'} - i - p^^i//i^'<:/y 

2- {4- [2- (4 P P7i::^/U) - 5 - ^ ]^^y':^J^:t^'yl - 
2 -7>'V;^-p - 1 -i/^ u^^'y/u^yyyf ^ ^^—jv- 5 -j^?/!^?!? 

yn. W^'iS^ (^WJ3 9 3). 

2- {4 - [2- (4 p P 73^^/1^) - 5- {(j^^/i';*;/w^^-r>'V) 
/} ^yV'}\^i^^'y'\ - 2-y/i-:ttiy :iL=.ju} - i-i/^ X2^^'yjv^yyy( 

2 - {4 - [2 - (4 P P73i::^7U) - 5 - { Vfu \f jVil fV/<>^y( ;V) 
Txy] -<>'v?>'V:^=¥v'] - 2 -7/U:^P :7 3i^7U} - 1 -i^rJ' P^df^v'/P^V 

74 . 



wo 03/000254 



PCT/JP02/06405 



2- {4- [2- (3. A-iyyjV:tuy -5- (-T y T'd tVW;t;/l^ 

i^y-f ^^y-/!^- 5 (Illife^!l3 9 6). 

2- {4- [2- (2, 4 -i^7>'W;^P7 3i=/^) -5- (-< y^o tVU:*7W 

i/v'-l' ^^•y-zl'- 5-;^77U#>i? (^ife^i) 3 9 7). 

2- {4- [2- (3, 5 -v=i? P P7:t=yk) -5- (-Y VT'p tVk:*/U/-< 

yy( ^^:/^;i.-^-1tj;V-^sl^m (^Ha^ 3 9 8 ) . 

2- {4- [2- {^--^ un- A-y /V:tuy 3^=^;V) -5 - (-I'yT'Pfc' 
yu*yu>'-^-=E->i'yw) ^:/v?/u::^drv'] - 2 -y ;u:triy -l p^^ 

v^yU'^^'^Z-f ^ iJ^iZ-zW- 5 -;«?/U7j?>'^ (^WJ 3 9 9), 

2- {4- [2- (3, 4 -v^i? P P7:t^/W -5- y/P tVu-;!?/!^/^ 
^-Y/l') ^>'v^/V';^^ri^] — 2~y Ji^irx^y - l -iy-!^ u^^i/jv^l^ 

y^'T ^^J^>Z-/i,-5-;&/U>i?>m (llilM4 0 0). / 

2- {4- [2- (4-^PP-2-7/U;^P73i=>'W) -5- (^yypt° 
/V:^7/W^^></U) ^i/v>/l':^^V'] - 2 — 7/u:tP7a:=/^} — 1-V':^P^^ 

v'/u^^^v'^ 5 ^V-;\>- 5 -;*/i'>J?:/^ it^ig {MMmA o i ). 

2- {4- [2- (4 -iJ' p p - 2 -7/u;^p y /I') -5- (fpyv'y 
- 1 -'1'/W;^7/i':iJ?^/b') -<>'v?/U;r'^v'] - 2 - y /^;d-p y ^/^} -1-%/^ 
n^^ix/U^i^i/^r ^^y— 5-:*/U3i}?:/il 4 0 2 ) , 

2- {4- [2- (4-:;' PP-3-y>'l^;fpy3i=;l') - 5- (fp y v'i^ 
7V-pj\^-^^/V) y<:y-J;V:t^i/'\ - 2~y }V:i-x2y ^z^jv] -i-i^^ 
u^^i^/v-<yyy( ^ 5~:P/\^^>m W^M (^li^J4 0 3). 

2- {4- [2- (4 p p- 3 -y/^;^py3::^/u) -5- (-fyy^Pf 
^v-J'ji'ir^i/^.- 2-y )\^i^ny si-^-M - l-i/-^ 
v'/u^^y-i' ^ 5 -:^jv^ym. mm. {UM^A 0 4). 

2- {4- [2- {4- y^i^yl^} -5- ( 2 y fc" p y 
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'yjv^:yV^ 5 5 -iJjuiF.ym. mB.^ (^M4 0 5), 

2- {4 - [2 - {4- (^f-yuf^:*-) -5- (-f y 7°D tVw;{?yw 

i'i^'f 5^>'-/i'-5-:i7/W7K>'i& (IIJfe^fll4 0 6). 

2- {4 - [4-:^oD-2- (4 -iJ' o n^ainyi/) -5- (l, 

0 7), 

2- {4- [4-^oP-2- {A-'i^ nny 3u=^j\^) -5- (2-;^-^yif 

^=3rv^/U^>'y^ 5 yy-/l'-5-;^7/l'7j?i^^ it^:S (HJfe^il 4 0 8 ). 
2- {4 - [2- (4 -i? n o -5- ('f y "/p tVl'T 5; 7 

-<;y v'7^;i-d^v'] - 2 -y7l';tP7 3ir:^>'V} — 1 - v':^7 p^drv-yi-^i/y 
>r $i5^y-/^- 5-:^;/U7}?>^ m^it (HMf !l 4 0 9 ) , 

2- {4- [2- (4 P P -5- (v'p^ -^^yl^J^/W^^-f /U) ^ 

2- {4- [2- (4 P P73i=y^) -5- (4- t KPJ^^/t'^y v':/ 
2- {4- [2- (4 P P7;t::^yW - 5- (4 ^Zftt /\^) 

^yi;^/u:t^'y1 -2-V )\^isrxiy au:^jv) xi^yf-)V^yV>{ %^ 

:/-)V-^—)jjvi^ym {MW\A 12). 

2- {4- [2- (4 -i^ p P731-/U) - 5- (-f y:/p if>'W;«7/w-^^>i'/i/) 

jv-^sy^ mm. (HMfu 13). 

2- {4 - [2- (4 -li'PP 73^-/1^) -5- (i;'7<f^/U*/W^^>r/l') ^ 
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2- {4- [2- (4-i?' D n^ai^/l^) -5- (4 - t Kn U i^^^ 

2- {4- [2- (4 P D^aL^/W) - 5- V T'n f /k:*;/W^^^ /U) 
^yiP/l':t^'y^ -1- (7^ b7 t KDf^;rt°^V-4--l'/l') 

2- {4- [2- (4-^5^ nn:7 3i^yu) -5- (k°a U v'i/- 1 --T /^;(7yV' 
^y-J)V:^^'y'\ y zc^^jv) -1- (r h 7 t KD5^:^t:°7:/-4 --f 
-<y-J^ %^V-}V-^-%jVifsVm. W^M. (IIJI«»J4 17), 
2- {4- [2- (4 -ri' D - 5- y ::^n f yUj^/zW^^-f /I/) 

2- {4- [2- (4-i? PP^^i^/i') -5- (2 -;d-^y fc'p y i^^-- 1 
--f/u) ^^^v'/W:^^->] - 2 -7/U;^p 73^-/1^} -1- (-rh^tKPf-;^ 
fy>'-4--^/U) ^i^y^ ^ 5 (IIJS^»|4 1 

9). 

2- {4- [2- {4--i^ n xny 3^=^/u) -5 - ('I' V :;^p If /u;&/w-<^^yv) 
^yi^ju:t^i^^ ~2-y fViruy J ^y:/^ ^^^Z^- 
jv- ^ jvif^v^ ii^it (3lj!fSf!l 4 2 0 ) , 

2- {4- [2- (4 -i^ P P -5- K\fxi^)i/y-\-^)V)j}V 

ifs:^)V) ^yi^)Vir^-y^ - 2-y jvirny zi^zz-M - \ -\^^^) -J J ^ 
%^V-)V-^—)j,Vi!^ym. (Il»!l4 2l), 

2- {4- [2- (4-^PP73i::^/U) -5- ( 2 --T 5 t?"/ U i^- 2 
/u) ^^^i:;'/U;^^v'] -2-y jvirxiy - l u^^iyju^yyyf 

2- {4- [2- (4-:?' p p:7^=/w) -5- ( 2 -^=ar y;^^^-^ U v^:^ 
-3-^/1') ^:/v'/v;^^-i/] - 2-y/i';^-P73i^>'i'} - i -v'^ p^^i^/u 
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2- {4- [2- (4-^DD7cc::^/W -5- {2 - y ^ ^ V i^:^ 

2- {4- [2- (4-t^nP73i::i/U) -5- {2 - :i-^^yV 2 
J^T^y) ^>'v'/i'^^v'] - 2 -7/i^;*-P7 3:rz/u} - I - i^^ 

2- {4- [{2- ;]^) ;^ f^i^} p< f^/l^] -4- (4 

-7/l';tn 7:tn7U) ^^TV— /i'- 5 -^/u} p< h^i^l y au^)V\ 

2- {4 - [{4- (4-7yW:^n7zc;:i/U) - 2 - (4-t K P U 
1 -^/U^ 5^/W f^Tv'— /l-- 5 --f/V} / h'^i^l ^ai^/l/} -l-^/'i5' 

p^dE^v'/>^:/:/-f ^yy-zi'- 5-:f}ji-:^>m z.m.mm. (mMm^ 27), 

2- {4- [{4- i4-yjU:i-uy :ii=^;U) -2- [ (;t7/W-^^xi' /VpJ h^rv^) 
p<f-/^] /^- 5 --I'/w} p< h^v'] ya^=^;u} - 1 - -y^ n^'^i/ju^ 

2- {4 - [{4- (4-7/l';^P7ai^/I^) -2 - ^ 
/I'- 5 --f/u} p« h'^v'] - 2 -7/^;*-p ^^^/l'} -l-^y^u^^-y 

/u^^^y-r /I'- 5 -*/wjj?:/^ i^^it (iiiSM4 2 9), 

2- {4- [{4- (4-7/^;i-P7 3:=/P) -2 - {(2-t KP^-i^^^/H 
;^/W^^-f7U} 5^T)/— /i^- 5 --f/l^} p< - 2 - 7/U::^-p 7 a: n/V} - 

1-i/^p^dr^^/^^^^/^ ^^y— /u-5-;i;/u#:/^ It^JI (^iS^j4 3 
0). 

2- {4- [{2- (4-7/U;tP 7cc=/W) -5- {i> '^zU^ /W<^^ /U) 
'^:ty 3 -y( /l^} / h^v'] - 2 -7/W;i-p 7 3in/U} -1-i/^P^^ 

ix/w^i^)/^ 5: iJ^y— /V- 5 -:^ju:^ym (MMMa 3 i). 

2- {4- [{2- (4 -7/l';rn 73^::^/^) -5 - (-< y T'P t°/^;<7/U/5^^ 
/I') 3 -^/W} p« h=3rV] - 2 -y y 

-^^iyji'-<yyy( ^ 5 -^;Vif^ym. MM^ (lliiM4 3 2), 

2- {4 - [{2- (4-7/V;d-P7 3ir^/U) - 5 - (4-t KP=^r'>tf^y 
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ii#!l4 3 3). 

2- {4- [2- (4-^ nn^i:^/!^) -5- (v>p« 5^7W;<;;w^*^/w) ^ 
i^v?>'U;^-^i/'] — 2 -7/v;^n 7 - 1 - v'^ d'^^v^/I'- 5 -x h 7 >^ 

-yu- 5-'f/l'^:/>'-l' ^iJ^y-zi' (Il1i«?!l4 3 4). 

2- {4- [2- (4 -;t7/W3i?=3r;X7 3i^/^) - 5 p P^:^i^/^:f 'Srv'] 

- 2 7 3:— /W} - 1 -l^^ P^df-i>'/u- 5 -X h y y—i^- 5 -'I'/l' 

^ ij^y-zv mmM. (iim4 35). 

2- {4 - [2- (4-;i^ O P7ai-;l') -5 - y :7°P bf/V:*>>W^^^ /I/) 
^^^i^/V;^-^^^/] - 2-7/1':^ P 731:= /W) - l --J^^ P^dri^/I^- 5 - (2, 
Kn-5-;t-'¥y-4H-l, 2, 4 -;t'3rf-^^'T>'->'>- 3 --Y /W) 
5 {%mmA 3 6). 

2- {4- [5 -;^7/i-/J?=¥v^- 2 - (4 -iJ' P P73i=/V) ^yv^/v;^-=3riy] 

- 2 -7^i';J-p :7 - 5 - vry - 1 - v-^ p^drv'/v^:/y>r ^ 

/l^ (Ilifi«^il4 3 7). 

2- {4- [2- (4 P P 73i::i/^) -5- 9=-/V:*/W^^>r /l^) ^ 

Vv'yu;r=3p^/'] - 2 -7/i^;rP7 3i=/i^} - 5 -i^ry - 1 -i^^ P'^'^i^/U^ 

yy-i' 5 ij^y-zu («^?y4 3 8). 

2- {4- [{N- (4 -i^y ^>'W;^7;W^^-f 7U) -N- (4 -7/^;^^P 7c3i:=^ 
yl^) T^y} y^/l'] - 1 -v'^ P^^iy/U^:/y-l' 5 /I'- 5 

-;(77U#>'^ (^iS^aj4 3 9). 

2- {5- [k*>^ (3-:7/U;^-P73i=/l') y^/V] - 2-:7/V^P-4-t 
KP^V7ai=/u} - 1 -v^ p^^^v^/v^^-y^r ^y^^— /V-S-i^/VT)?:/^ 
(^jiif!l4 4 0). 

2- {3- [f;^ ( 3 -7/V:tP 7 j:::^/!^) y 5^/1^] - 2 - 7>'P;^-P - 4 - t 
Kp^iX7 3:^/u} - 1 -i/^ vi^^i/;v^yyy( 5 yy^jv- 5 -;!(7/Ujj?:^^ 
(lllifeM4 4 1). 

2- {4- \.(,3 ^^;vti ;VA^-i ;vy i4-y/l^:tuys.=^/l') 
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2-{4-[{3-(4-t Ki3^:xt:°^y v^/L'- 1 — Y/P;?7yU7j?^/W :7ai^ 

^^v/i-^i^y^ 5 tj^y'-zw- 5 -:fjji^7^ym m.mM (mmm^ 4 3). 

1- {[2- {4- ([4- {4-yjU:tX^y :xl::^jU) - 2- :^^)V^TV—)\' 
5--r/^] ;&/l'7j?ri/^} -D-i/yU'jJ' (^MJ4 4 4). 

{[2- {4- Ct';^ iVHruy a^=-)v) ^ }>^iy] - 2-y jvirny 3^ 

-Ti--!f)V^n:ym. (^Ife0i|4 4 5). 

2- {4 - [2- (4 -^PP 71^/1^) -5- (1, 1 -v^:t^y-f y^T 
y y i^^'- 2-'i'/i-) ^V^JjVi^^-y^ - 2-:7/U;^P7rc-/i^} - i--«/;J'P 
^^^rv^/t^-^^^y-Y 5 iJ'V-/!/- 5 -^jVif^lym ^^M. (^WJ4 4 6), 

3 - {[4 - ( 5 -T 5 y 1 -i^^J' P^df-v'yV^^'y^ ^ 

- 3-y/U:tr2y :x,y - 4- (4 p p :7 

-N-^ yT'p tVU-O-XT^ K (^liM4 4 7). 

2- [4- {2- (4-:i'PP73.:=:;^) -6- (-f y :7'p tVUT ^ / 
::^>'V) '<:/v';V:?J-^ v'} - 2 -^yWl^P ^atnyU] - 1 - i/i^ P-^drixyU^Vy 

2- [4- {2- (4 P P 7ai:^/W) -4-7/^;^P-5- (1, l-v' 
^^^y-fy^ryy v'^^-2-^/w) ^>^v?/i':;^=3ri/} - 2-7/w;^P73i:::^yu] 
-i-i^iJ'P'^'arV/v^:/y^5^5^y-/v-5-;{;/^#:^^ it^it (1111^4 
4 9). 

2- [4- {2- (4-^ PPiy^^/i') -5- (>r yyp t'/i^T? y;«7/i^2}? 

n/k) ^i/-J>)Vit^-y\ -2-y jviT'ciy au=:.)V'] - 1 --y^ u^^iyju- 4- 
y h^^:y^>'y-i' ^ ^y^-Ji-- 5 (MMm4: 5 0), 

2- [4- {2- (4-i{^PP73i=>'W) -5- (N->r yyp tVU;^/^^)?^ 
/U-N-y '^/l^T^ y ) ^Vv^/l';r=^v^} - 2 -7/l';^P 
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■ 2 - [4- {2- {A-^ r2uy a^=L;\.) -5- V 7° n tVl';{7 7UzJ? zryUT 

2- [3 - {[4- {A-yj\^:t^y:x.=^jV) -2-;^5^/^f=-Ty— /W-S-^r 

-/u- 5 (^li#ij4 5 3). 

2- [4— {2- (4 -^J' P P 731^/^) - 4 -7>'P:^P- 5 - (2-;^^y 
h'u ]) i^y- 1 ju) - 2 -^y^^p ^o^^yi'] -1-ix^ 

D^dj^S^/W^i^y-r 5^>'-yU-5-^;*/l'#V^ 2^ggJt (Illfe^j4 5 4), 

2- [4- {2- (4 -ri' P P:73i;^yl') -5- f^/VJ^/UJSJ^^/l'T ^ / ) 

y—)V- 5-^ >m iMW] 4 5 5), 

2- [4- {2- (4 P P :7 3i::^7l-) - 5- [N-^^/l^-N- (p« ^/W 

;^/^)j^^/^) r^y] '<:/v'>'U^^i/} - 2 ->'/v;^p ^^r^/v] -l-i^^p 

2- [4- {[3- (4-:^^ P P:7i^/U) -6- ( 2 V t'P P v^^^- 1 
— fM \^Vi^y-2-y(/U'\ y 5^/W;t'ari^} - 2 - 7yW;e-P ^air^/W] -1- 

i/y p^:^riX/u^:/i/-r 5 ^*y— /w- 5 i^®?:^ (|liife^?ij4 5 7). 

2- [4- {2- (4 -y P P :7 3i::^yU) -5- (T±f-JUT 5. 
^^i/} - 2 -7/^;*-p ^ai^/l'] - 1 -ixy P^5^ri//U^>i/>1' ^ >'U- 

2- [4- {2- (4-:^' P P >'a::=^/l') -5- (N-T*fe^/^-N -J^^/l^ 

y-f 5 /u- 5 -;^;/U7i?:/^ ii^lt (HM^J 4 5 9 ) , 

2- [4- {2- (4-ypp7i^/U) -5- (N-T-fe^^yl^-N-yp t° 

)\^r%J) ^y-JiV-t^-y) -2-y jvir^c^y 3L=^)V'\ n^^i/iv^ 

2- [4- {2- {A-i7 xiny -5- [N-^^/U-N- (yf^/l' 
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5-:^/\^:f^iym. m.m^ (^liS^J4 6 1). 

2- [4- {2- (4-:?' D o^a.r^/U) -.5- [N- {?l f-J^^/l^^^^Jl^) 
-N-T'P f/l'T 5 y ] ^>v'/l':t=3rv'} - 2 -^/W^p :7ccc:^;U] 
X2^^i/;\^-<-^y^ 5-:f}jU:f.^^m Mmm. (|I»J4 6 2), 

2- [4- {2- (4-:i^PP7ciin7W) -5- (N-T-fe-^/^-N-^ 5^/1/ 

2- [4- {2- (4 P P :7a;;=:/W) -5 - [N- 
-N-p«f^/VT5 y] - 2-7/l';tP7a::i/W] -l-i^^P 

^ ^-/—JV- 5 '^WM. (lllfe^Bj4 6 4 ). 

2- [4- {2- (4-^PP73ir^/W) -5- [N-ai^yl^-N- (oi^/W 
;;^/V7j>;^yw) - 2 -7>'1';^p 7 aic^yw] -l-VtJ^P 

^^•jyy^^^y-i' 5 iJ^y— /L'- 5 iti^ig (Ilifef!l4 6 5). 

2- [4- {2- (4 -iJ' P P 731:^/1') -5- [N- (ai^/U;^7/W;j?c:^/l') 
-N-y ^^^/I'T 5 /] ^>'v'/V:t^v^} -2-7/U:tP73i=>'l^] -1-V^p 
5 ^-/—)V- 5 -:!(7/v>J?i^^ tg^:^ (Illi£^»j4 6 6). 

2- [4- {2- (4 -ti' P P^cc::^/!') -5 - [N- J^f'/l^-N- (^^/U 

r^y] ^y^JfV-^^y] -2-y /virxiy z:l=:.jv] -i-v-^p 

5 iJ^y— /l'- 5 (IIJS#J4 6 7). 
2- [4- {2- ( 4 - P P 7 :^/P) -5-^ "^^^^^J JVir^'y) 

VW. {%%m^ 6 8). 

2- [4- {2- (4-^PP7i=:/V) -5- (N-T-tf-ZW-N— f 
PtVUT5:y) '<>'i;?/W;^-^i/} - 2 -7/W^p ^'aic^yU] - 1 - VjJ' P^^Sri^ 

yu^^/y^ 5: 5 -;t;/V/}?:/^ ^WM. 4 a 9 ) . 

{[2- {4- [2- (4-^PP73i=/u) -5- ( 2 -;^-=ary t'p y v^y- 

1-^/k) -<>'v'/U:^dpv^] - 2 -7/^;i^P73:— yu} - l -i/^ P^drv'/l^^ 
yy>f 5yy-/i— 5->f/u] ;{;/UjJ?c:^/u} - jS -D-iJ^yi^^ p>iS (11*60114 
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7 0). 

2- {4- [2- (4 D P73.^7U) -5-;< h^iy^l^i^jU^^i^^ y 

2- {4- [2- (4 ta n 73cri7U) -5-p< b dE^^/-<:xv^/l'::a-=3E^i<^] 7 
0 2). 

2- (4 -^:/v?yk;^=3r^>7 - i - p^^f^/u- i h-^ >- K— 

/I'- 5 -i; (^»J 5 0 3). 

2- (4-'<>^i^>'U:r^^/7cc::^;V) - 3 -i/'ti^ a^df- v/U^f 5 [1, 2 

-a] If y i^'^'- 7-;(7/V3j?i/i?3i5";Wai;^x;U (^Jfefi?!! 6 0 1 ) . 

2- (4-^i^v'>'i';^*v'>'ji:^yU) - S-i/"^ ci^'^i^/W [l. 2 

- a] t°y v'^'- 7-;i&/l-5j?^^i? (^Iife*^!l6 0 2). 

2- {4- [2- (4 D n 7ni:=^/l^) -5-;^ h ^ v'-^>'i>/l';^=3rv'] 7 

^=.,v\ - s-i/^ P^^i^/u- 3H--r 5:^i/ [4, 5-b] t'yv'v-e- 

•)3)Vif^vn. mWM 0 l)> 

2- {4- [2- (4 p n73i=-yw) -5- (>f yyp ifyvjbyw^^^r/v) 
y:iL=^M - 3 -ix^ n^dri//U- 3 H — T ^ [4, 5- 

b] If y i;'^-6-:«;>'^^^^ it^:^ (^ii^»j7 0 2). -BLn. 

2- {4- [2- (4 -i? D P -5- {\f X2 \) -J' 1/ - \ - y{ )V 

its=.)V)^l^V')Vir-^i/'\y a^^)V\- 3 - v'^:' p ^^Srv^/i^- 3 H--1' $ ^*y[4 , 
5-b] t-y >^^-6-;^7/i-#>i^ ^tmi^ (Il»!l7 0 3) ;6^e)^ct5l¥a: tJS 

(6 2) 2- {4- [2- (4-^PP73i^/^) -5- (4-;t=35^yf^ 

mi?:^ (^WllS 2 8). 
2- {4- [2- (4 P P 7a::=^>'U) - 5 -fc Kd ^i/"<>'v^/'^:^=^v^] 
- 1 -i/^ P^^v-yw^i^y^ $^y— 7U- 5 -;&>'U4?>'i^ 
(^JiM3 2 9), 
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2- {4 - [2- (4-^^^0 0 731=71^) -5 - (-f VT'O lfyl'*/W^-=e-('7l') 

yU7j?yg^ (HJI^iJ 3 3 0), 

2- {4- [2- (4-:^ 0 0 73i::^7^) -5- (N — T V :/o f/^- N - ;?< 

5 5 -^/i^^^^^m (mmm 3 3 1 )> 

2- {4 - [2- (4 n p :7ai=./U) -5- (7 3i=i;V;^7/W-?^^yU) ^ 

jj? ym m.mm. (mmm 332). 

2- {4- [2- (4-:^l3P73i:=:/l') -5- (4 - pi h ^i^}:^^V / ^ 

yu- 5 - ym m.mM immm 333), 

2- {4- [2- (4 -iJ' n D 731=/^) -5- ( 3 - t Ko=¥-j>7'p tVW:^ 

2- {4- [2- (4-:J' o 0 73i=/U) -5- (.2 - h h* ti'l^^yzxu \^ ^i/) 

)Vif^y^ Wm.'^ mW\3 3 5). 

2- [4- ( 2 -yp^- 5 -r^ b P^^-v^/Wj^^v^) - 2 -7/U;e-p 7ai = 
/U] - 1 - v'^ P^^i//V^yy-r ^ ^V— /l^- 5 -;^7>'V^V^^ ^/i.j^;^x/V' 
(ll«3 3 6). 

2- [4- {2- (4-;J' P P:7ai:iyu) - 5 -= h P ^>'v'/l':^=¥i^} -2 

m:^^jVa^:^=TJV (11*1^5113 3 7). 

2- [4- {5-T5y-2- (4 P o^dic^/U) ^:/i^yV;^=3r -2 
~y jvirxiy aL:=.)V'\ — i — iy^^' P^^v-zu^^^y-f ^ ^y— /i^- 5 — ;<7>'i':ds> 
^^^/Uji;5^7^/U (lli£{^!|3 3 8). 

2- [4- {2- {4-^ xiXi-7 a^^)V) -5- ( 2 V P 1) v?:/- 1 
-'f/l') ^i^v^/V;^-^'^} - 2 -7/U;*-p 7 ji^yu] - l - v':?' P^=3ri^/^^>' 

84 



wo 03/000254 



PCT/JP02/06405 



2- [4- {2- ( 4 - c n 7 3^ -5- ( 2 -:^dr V t°n U v^^^- 1 

-'('/w) ^:/^^>'i':^^i/} - 2 -^yu;^-^ u^^-yjv^v 

2- {4- [2- (4-^ PD7a:-;U) "5- ( 4 - p< ^/Vt'^ JJ v^i^- 1 

^Vy-/U-5-:fyjU:^:^m it^it 3 4 1 ) . 

2- {4- [5-T-fe^/^-2- (4 n n ^'oczr/V) ^Vv^/U;^^ v-] y 

WJ3 4 2), 

2- {4 - [2- (4 D n73i=7W) - 5- {(4-t Y u^iy\f^]} -Jy 

^^y)V^y^/4 5: ^-/—)V- 5 -;(7/V/}?^^ (Hil^J 3 4 3). 

2- {4- [2- (4 -i^' a n 731^/U) -5- (2-^ h v-o: h ix) ^ 
Vv^/u:^^^/^] :7ai=/v} - 1 - v'^ P^^v'/v^i^y^ 5 ^y— /u- 5 -;(7yu 
5it?>'^ (UliM 3 4 4 K 

2- {4- [2- ( 4 - iJ' n P 7 3i :^>'l') - 5- {2- (2-7« h^^v^J^ 
v^) jih^rv^} ^y^jVit^^y^ ya:.:^)V) - 1 -■i/j^P^dri//W^:/y^ 5^ 
i/-/!'- 5 m^:^ (^iifefil 3 4 5 ) . 

2- {4 - [2- ( 4 - i^' P P :7 31 ^/U) - 5- {-i VZf'f-jX't) JVTf^=^)\^) ^ 

:/i?/i';r^v'] :7 3i=/u} - i -v'^j' P^^s^i/yu^^^y^ $ yy— /u- 5 
if^ym. (II»J3 4 6). 

2- {4- [2- (4-^PP73i^/U) -5- (2-^^/W9^Ty— /U-4 

-yf 7V.) y<y'-^fvir^^y'\ y a^zr-M - i -^^^ P^'Sr-^/i'^://^!' 5 ^V—)V 

2- {4- [2- (4 -i^ P P :7cii:^/U) -5- (3, 4 - t Kp ^ 
yv':/-! — |'/V;(7/U7jf;^y^) ^yv'/^;t^v^] - 1 - v^:^' P^=¥i/ 

2- {4- [2- (4-;J'PP73i^yU) -5- ( 3 - P< ^/l'- 1 , 2, 4- 
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2- {4 - [2- (4-:^' D P73i^/U) -4- (-T V tVU*/W^^>|' /W) 
2- {4- [2- (4-^ Pn7ai^;l') -4- ( y v'y :*yU#=/U) ^ 

7t<>m (mmm 351). 

2- (4 - [2- (4 o D - 5- {(1-t Kp=¥v'-2-^^ 

P^^v'>'l'^i^>'-f %^V—iV~^--fiiVi^y^ W^l^ (miosis 5 2), 
2- {4- [2- (4-^ PP^airi/V) -5- (4, A.-'i^ )\^- 1 -± 

2- {4- [2- ( 4 - P P 7 3^ ::^/l') -4- ( 4 - t K P '^r V t'^ J) 
- 1 -^yu;i5;/^^=7W ^yJ/U:i-^''yl - 1 P^df^t^/i^^^' 

:/-r ^i5^>/-/L'-5-*/l':!j?V^ (^»J 3 5 4 ) , 

2- {4- [2- (4 -tJ' P P7cii:i/U) -4- {(2-k K p drv^Jif-/W) 
/w^^^/i^} ■<>-v'/U;:^^v'] :7 3:;z^/U-} - 1 - -jy::^ P^^Jf^v-y^-^^'y^ 5 
-/U- 5-:^7/V/J?^^ J^^^ 3 5 5 ) . 

2- {4 - [2- (4 P P 73i^yU) -4- { ( 4 - 1° y v'/U^ ^/U) :f3;l^ 
A^-f/W} ^yjji^:^^-yl - 1 -i^tJ' P^^t//W^>'y-Y 5 

/U- 5 (^jjg^ij 3 5 6 ) , 

2- {4- [2- {A-'i^unya^^jl^) -4- (v^^;* 5^/V';(77W^^^/l/) ^ 

7t<ym ^mm. (mmms 57), 

2- {4- [5- (2-T5y5^Ty— ^^-4-^/1^) -2- (4-:i'PP7 

-5-;«7/U7l?V^ (Iltg««j3 5 8), 
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2- {4- [2- (4-2^^ P D -5 - (4-t KP^v't'^y v'^^ 

i/'T ^^y^/w- 5-;(7yuJj?:/^ ii^m 3 5 9 ) . 

2- {4 - [5- (i>^'^yu;«;7W<^-^/v) - 2 - {4 -y Jl^±tiy a^:^/U) 

/VTj^i^m mmm. mmm 3 e o ) . 

2- {4- [5- (i^/'^jujtj/iyy<^^ ;u) -2- (3 -7yw;i-p 73^^/1^) 
(Illife«?ij3 6 1). 

2- {4 - [2- (5 P P^;j-7 3ii^- 2 — { JU) - 5- (v*^ ^^/U^/l^ 
/^^>r/v) ^Vvfyp;^:^^^] - 1 -ix^ p^dr^^/w^^^y-f 5 :$^y— 

/^-5-:*.'^#i^i6 (^tS^ 3 6 2 ) . 

2- {4- [2-yp^-5- (5 f^/^:^:^^-^— /l^- 2 --r/W -<>'i? 
yu;^^-^] ^ai::^;!^} - 1 - i^^ p^^v'>'W^:/>/'i' 5 yu- 5 

immmse 3). 

2- {4- [2-:^P-=e-5- (5 --^f-Zl'^^T)/— /V- 2 --f/W) 

mmm. im^ms 6 4), 

2- {4- [2- (4 -iJ' P P ^air^/l') -5- ( 5 -p^^^/l^^^f-y— 

2-^/1') ^>-i:/>'U-;t^v^] ;v.} - 1 - v-^ D^^v'/U^^/V'-I' ^ ^S^i/'- 

zl'- 5 - ;(7 yWTjf It^Jt (Hiil^^J 3 6 5). 

2- {4- [2- (4-:^' PP^ai:::!/!^) -5- ( 5 - p< '^^yl^'^Ty— /W- 2 

-5-*yl'7l?>'|^ (^liM3 6 6). 

2- {4- [2- (4 -i? P P 73^^/1') - 5-7" /W-5--l'>'l"<>' 

ife^:^ immm3 e 7). 

2- {4- [5-^PP-2- (4 -i^ry 7ai:=i7l') v^yl';^^^/] 7 i 
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te^y 3 6 8 ) . 

2- {4- [5-^PP-2- (4-7" hyy^—J\^~ 5 /^y 3l=l;u) 

mm (^«B«?il3 6 9). 
2- {4- [2- (4-^PP73:^/U) -5- {2- (4-k Kp=3e^^^I:^^ 

fV^yV^ ^^^/-fV-^-Utvif^y^ W^l^ Q). 

2- {4- [2- (4 -i? n P :7:r^/U) -5- ( 2 y U v'^- 1 
— f/u) •Ov?yW;f ^-iX] - 2 -7/V';*-p y'ji^/u} — l - P-^^i/zi^^^^ 
5 5 -:ft/i^7^>-m itif^ (^li^ij 3 7 1). 

2- {4- [3- (4-^ P P73i:i/>) -5- :^ jV) ^ 

y-Jjvi^^i/'] - 2 -:7/v;^-D 7 - \ —\/^ n^^i/jv^yV>( 

-jv-b-io/i'if^ym mm.^ {m^mzi 2). 

2- {4- [2- (4 -i^ n P :7 3ir:iyk) -5- (N - t K n =^i/T ^ v'y ) 

5 - ym. ~mm. mw\ 373). 

2- {4- [2- (4-^PP7i^/l') -5- (2, S-v'k Kp-5-;^ 
dry- 4 H-1, 2, 4-;t=¥f-i>Ti/-/l^-3 — i )V) ^y^^)V^^i/'\ -2 

^ mmm 3 7 4). 

2 - {4 - [2- (4-i? PP73i^;V) -5 - (2-;j-^y- 3H- 1 , 2, 

JSM3 7 5). 

.2- {4- [2- (4-iJ'PP73::=/W) -5- (2, 5— ^^:KP-5-;t 
^y-4H-l, 2. 4 -f^Tv^ry— yi-- 3 --fyW -<:/v^/i';^-^ix] - 2 - 
y/i';^-p y oi^/k} — 1 — P'^^v'/i^^^^y-j' ^ yy—jv— 5 — ;^7/i'2j?>'^ 
Itifit (^iS^y 3 7 6). 

2- {4- [2- (4 P P y j:::^/!^) -5- (ix^ P y"p f /I^:*yW<^^ 
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2- {4 - [2- (A- P n ny - 5- {i/ ■!7 u zf^}- ;V^<>^y( jV) 

^>'v'/u;a-^rv'] - 2-y ;v:^ny - 1 - \y ^ u \y jv^-y:/ ^ ^ 

5 - :ym. MBM. iMW\ 3 7 8). 
2- {4- [2- (4 n n ^aic^/V) -5- (t e r \. --f^JVii 

2- {4- [2- (4 o P -5- (-r yy^/^;«7/L'/^^-f /U) 

2- {4 - [2 - (4-:^'0 ci7 3:=>'U) - 5 - {(l-t VO'Sf-i/Z^U/^y- 

2~y(jv) ^fV^^^^jv) ^•y'J'jvir^''y'\ -2-y /v:^x2y s.=^a^) -i-v 

2- {4- [2- (4-^PP7^^/W) -5- (p< hdrv^;(7/W<;^^/U) ^ 

-)V-Z-i3jUif.y'^ (Ulife^jS 8 2). 

2- {4- [2- (4 n n:7 3:^/U) -5- {(2, 3-i;'t Kn^V^P 
f/v) ^y^Jjv^^-y'] - 2-y jv:tuy 

^^i/jv^yy^ ^ ^y-jv- 5 -l^jva^ym mBM (^Jg^js 8 3). 

2- {4 - [2- (4 -iJ' P P ^^i^/U) -5- (N-^5^^u-N-p«f^y^:^ 

^y)/y(^yv-j\^-^-^jvif^ym. (^wy3 8 4). 

2- {4- [2- (4 P P :7 3iiiyU) -5- (N- ^ 5^/W-N-7'P tf/U 
•^jV/"^^^ ;\^) - 2 -:7/V;^P 7*=./^} -l-i^^P^^'> 

/u^^-y^ 5 W-JV- 5 (UtefO 3 8 5). 

2- {4- [2- {A-^ nny -5- (N-'T y >^p tVU-N-p< 

5^/t';&/w^*^/k) ^>'v^/u;a-df - 2-y ;v:tny :x.=:-M - i -i/^ xi^ 
^iy;V^yy^^^y-;V-^-'^;Vif^ym. (llife«»J3 8 6). 

89 



wo 03/0«02S4 



PCT/JP02/06405 



2- {4- [2- DP73i=/l') -5- (2, 6 - v?/< ^/I'f^ U 

p^drv'/U^^/^ 5; yy^/v- 5 - ^m^. (MMm 3 8 7). 
2- {4- [5- (T'^/Wj^yU/^^'fyl^) -2- (4-iJ' P P7ai=/U) 

yu-5-*yv/J?>:l^ ig^it (Hife^sis 8 8). 

2- {4- [2- (4 -tJ' P P^a^^yW) -5- {•^n\f;V-fj;V/<>^y(;V) ^ 
yV'JV:^^iy'\ - 2 -7/W:tP ^'cnnyl/} - l - i/:^ P^drv'/U^^^y^ ^ 
-/V- 5-;^;^#Vg^ iii^^ (^M^J 3 8 9 ) . 

2- {4- [2- {^A--^ nny a^=:.fV) -5- (:3i^/U;i7/W^^>f /W) 

2- {4- [2- (4-^ pp73i::i;i') -5- { (•s;^;?^ ^yw*;w-?^^/u) 7 
5:7} ^:yi//v;^^v'] - 2 — :7/u-;^D y - 1 - v'i5' p^^v'y'U'-O'y' 

^ ^ 5 -;i7 7U/J<:/^ (^ifi^^iJ 3 9 1). 

2- {4- [2- (4 n p 73ici;U) - 5- { U / ;«7/l'4?=/i') T 
XJ \ ^i^'Jivir^^'y^ -2-y fva-xiy - 1 ->:/^ p^^v/w^v^ 

■Y ^.i^^v'-zt'- 5-;{;/U7j?>'Se WSk^ {%%mz ^ 2). 

2- {4- [2- (4 P P 73i::^;U) - 5 - U'-f' K^i^v^yU^^-^iX] - 

vn. mm. 93). 

2- {4- [2- (4 P P 73^:^/1/) - 5- {(^5^/V;«77W-«^^/U) T$ 

^%^V-}V-^-l3,Vif^:ym. ifi^lfe (^Ji«5lJ3 9 4). 

2- {4- [2- (4-^np:7 3i=/U) -5 - { V T'p lf/U*/W/^^'f /U) 
T5:y} ^v-J-iVir^-y^ - 2-y a^z^jv) - i - ix^^^ p^:ar^^y^^:/ 
y-Y ^ i/i^-^^- 5 -;(7/i';J<^i? itmit (^3li^J3 9 5). 

2- {4- [2- (3, 4-v'7/^^P73i=/W) -5- y^^P tVW;(;yW 
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2- {4- [2- (2, ^-'yy 3^:=.)^) -5 - {y{ l^-fn}£)Vti )V 

W^m. (11*6^3 9 7)^ 
2- {4- [2- (3, 5-i?^ni3 7 3i:=/U) -5- {y{ V/xiyd )V)3 )VA 

^ 5 -j^Z/U^^-i^ it^:^ (Hii^J 3 9 8). 

2- {4- [2- (3 n P- 4 -:7/l^;tD :7 3i::^;U) -5- VT'n t° 

% 5 -ij;v:gr^ym. mm. 3 9 9). 

2- {4- [2- (3, 4-v?^ o P7ai=yW) -5- (-< yT'P tVU;?;/^/^ 
^^I'/U) ^Vi?/^;^:^?--:/] - 2 -7/U;^-p - 1 -v^^ P^drv'/W^^' 

)/>r 5-;«7/UjJ<:/^ (HJife^^J 4 0 0 ) . 

2- {4- [2- (4 -i^ P P - 2 -7yP';;t-P :7rc::i/^) -5- {y(y-fu\f 
jVl3jv/<'^^ ;v) ^ly-J;V:^^i/'\ - 2 - y jV:^ ti y :x, =. jv] - \ --yi^ 

% ^y— /w- 5 --fjtvif^^vw. 0 1 ). 

2- {4- [2- (4 P P- 2 -7/^;^P73i=/W) -5- (t^PUi^i^ 

xi^^-y)V^v-/^ 'S^^-Z-fV-h-tDX^if^iym W^'!^ (^iife^J4 0 2). 

2- {4- [2- (4 -^5' P P- 3 -7;P;^P -5- (t'pUt^^' 

- 1 -'l'/^;^7/^;J?^/^) ^:/v'>'L':i-=^ri^] - 2-y jvirny -i-i/-^ 

MBM. (^»J 4 0 3 ) . 

2- {4- [2- (4 -^i' P P- 3 -7yU;*-p 7 j::::^/!') -5- y^P f 
/i':;57/W-^^-r/v) ^i^c;^yU:^'aE^v'] - 2 -7/i';^-p y^^^^'U} -l-i^^P^^r 
^yjv^y-/^ § i^^i/-/!/- 5 -:*>'U7j?y^ Ji^it (Ilii^j4 0 4). 

2- {4- [2- {4- (p(^yuf-;d-) :7 3i::i/v} -5- (2-;r^ybfpy 
iz-y- 1-^ ;u) ^yi/;V:^^l/'] - 2-y Mny :x.=.;i'] - l -i/f 
^y)V^VV>( % ^/-/W- 5 —XDVi^^vn. W^m. (HiiSfN 0 5). 

2- {4 - [2- {4- (^^/i/f-;d-) :7ai=^;u} -5- <^AV-f^\^JVi3}V 
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2- {4- [4-^PP-2- (4 P P73i=yU) -5- (l, 1 - v';^- 

y^^ryv Py-2--(/]^) ^yi:^ji^:t^i^2 -i-y iv-^n-y zc,z^)v\ 
-l-'yi? xi^^^yjv^yy^ %^y^)V-^--)3jVifsV'i^ 
0 7). 

2- {4- [4-;J'PP-2- (4 -i?" P P73i=/P) -5- <^2-±-^V\^ 

^^i^j\^^yy-( 5,yy-ju-5-:^ji^:^ym (IIM408). 

2- {4- [2- (4 -tJ' P P ^ai^v'l') -5- ('f V ^P tWT ^ / 

^yi^/l^:^^i/2 - 2 — 7/W;*-P7 3iZi/U} — 1 — v-^ P^df-^//V^i^y 
5yy-/U-5-;?7yU^^:^m IfeSSm (Hii^iJ 4 0 9 ) . 

2- {4— [2- ( 4 - ^ P P 7 31 :=^>'l') -5- (v'p< ^/'L';^;/W'^^-i'yl/) ^ 
^-v^/U:^:^:^] - 2 ->'/i';^-p /P} - 1 - v^^ p^ V9^/L'^>'y'-f' 5; 

-/u- 5-:fyj}^:^ym ^mm. (hm^m i o). 

2- {4- [2- (4-^PP73i:^;W -5- (4-t h'tJ^-yh'^V 
- 1 ^:/i;'7U;^^v^] - 2 -7/^:tP 

ti-<y^ju^yyy( ^yy-ju- 5-:f3ji-:^ym m.mm. immm^ id, 

2- {4- [2- (4-^P P^a:;:^/^) - 5- (-Y ^ P tVV;?7/W<C^^ /U) 

^^v'/u;^^^/] - 2 -^yi'^f p 731=/^} - 1 -iy^ p^C/f^yu^vy-T ^ iJ'* 
y-yu- 5 (HJifH 1 2), 

2- {4- [2- (4-:^ P P7i^/U) -5- yy^t h'jU;^ jl^) 
^yi^/u:t^iyl y^u^-iiv) - x-^yif u^y^}v-r<vy y{ %yy—j\^-^-^ 

ivifsym. mk'^ (^iife^j4i3), 

2- {4- [2- f^A-y nny -5- (i^;^ ^^/l^;*/!^^^^^;!^) ^ 

- i - i/^i^ u^y^j\^^yyy( %yy—;v~ ^ 

2- {4- [2- (4-:^PP73i^>'l') -5- (4-fc KP=Sr^^b'^y i;?^^ 
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2- {4- [2- (4-i57 c P7:xrs/W) -5 - (-f tVU:3(7/W^^-</k) 

i/'f 5 jJ^y-/V- 5 (^5!i«»J4 16). 

2- {4- [2- (4-:^' PP7i=/U) -5- ( t'n P V- 1 -^yU;^/^ 
:^=Lju) ^>'v?7U:t=3ev^] :7 3i:=>'U} -1- (x f7 t Kn^^t:"'7>'-4->!' 

2- {4- [2- (4-^ n -5- ('< y:/D tVu;(;>'U/^^>i'y^) 

4-^/1.) ^yyy( ^yy-jv- s-i^/i^^^ym umm. (mmm^ is). 

2- {4- [2- (4-:^' o n 73i::^/W) -5- ( 2 y f n !) 1 
--I'/W) ^^'v'>?u;^-=3rv^] - 2 -771^:^0 7 a ^/P} -1- (rh^t Kn^:^ 

9). 

2- {4 - [2- (4-^ D P731Z1/U) - 5- (-^ yyp tV^;;i7/w^^>i'yu) 

^i/v'/u;j-^v'] - 2-7/w;tP7:ii^/^} - 1 - v'y ^^^v^-T 5 ^y- 

/I'-S-;*/!^^!?:/^ (||Jfe^j4 2 0). 

2- {4- [2- (4-^ P P7a:::^/l') -5- ( P y v'>'- 1 -'1'/^;^7/^ 

2- {4- [2- (4-^PP7ct^>'W -5- (2--f ^iJ^yy i/- 2-^ 
/U) - 2-y }V:i-ny 3:.:=.M - 1 -i/^f X2^^i/;V^yyy( 

5-;«;/Ux}?:/^ HM^:^ (II»J4 2 2). 

2- {4- [2- (4-^ P P73i::i7l') -5- ( 2 y;^^^-)/ y v^V 
-3-l'/V') ^>'v?/i/;t=3rv'] - 2 — 7/V:^p 7 a^^yV-} - 1 - v'^J' P'^^i^/l' 

-<yy^^^y-jv-5-^;v^;ym. Mm.m. (^WJ4 2 3), 

2- {4- [2- (4 P P ^ct^/U) -5- (2-:tdry'l' 5 iJ^yy v^y 

^yy^ %iry-;v-^-lj;i^-^^y^ mm. (^Ui^^N 2 4). 
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2- {4- [2- (4-^Dn7a^:^>'k) -5- {2 V l^- 2 

Hmm^ (IIWj4 2 5). 
2- {4 - [{2- [{(v^p<^;v;&/w^*-<yv) ?i h'^i/) p^f'/W] -4- (4 

-7/i';a-P7ct— /w) '^ry—ji^-s-^ji^) /v^i^i yx.^M 

u^:3ri/;U^l^y^ ^fr^/^/l.-5-jtjjUyj^:^m ^J^M (II»J4 2 6). 
2- {4- [{4- (4-7;l':^n:7 3i=./U) - 2- (4-t: Kt3^i/t?^y 

a^^>>/W^Vi/^ ^^y— /V- 5-;^;/^7j^':/i^ — It^iS (^WJ4 2 7). 
2- {4- [{4- (4-7/U;^d7j^^/v) -2- [(;«7/W^^-r/^> h^i^') 

% ^-^JVi^sVm WkM. 2 8). 

2- {4- [{4- (4-7/U;e-n7 ji^/W) -2- ^/l':<7/W^^>|' yU) 
TV— /W- 5 --Y/W} p< h=^->] - 2 -7/V;^-n y'ai— /U} - 1 - iXi? n^dfv' 
/i^^^y-i' 5 ^y-yw- 5-;{;/v#:/if (^iif!)4 2 9). 

2- {4 - [{4- (4-7yU;tn73i=/v) -2 - {(2-t Kp '^v'j:'?^^'!^) 
*/W<^-l'7l'} ^ry— />- 5 -^/V} ^ h'^rv^] - 2-7/W:^P7 3i=7^} - 
1 --y^ n^^^y)V^:yyy{ % 5 -l3}Vif>,vm M^^U (3IWJ4 3 

0). 

2- {4- [{2- (4 - >'/v;tn y'ci^-yi') -5- {-y:^=fjv^fV/^=^y{)V) 

3 /l^) / Y^i^^ -2-y )Viruy au=^)V) -i-->^D^:ar 

^y)V^:yVA % ^y—iV- 5 -;(7yujJ?yil W^M. (lliS^?y4 3 1). 

2- {4 - [{ 2 - (4 7 3i=/U) -5 - y:fuyd)V-)3 fV/<^y{ 

)V) '^^y :iu>'- 3--f M P< -2-:7/U#P7a:=>'W -l-V'^P 

-s.drv^/l.^V)/-f ^ 5 t^^ite (Iim^j4 3 2). 

2- {4- [{2- (4-7/^;d-P :7 3i::i/P) -5 - (4 - fc Kp=¥ixt°^y i;^ 
>-! — i'/u;{;y^2j^^::^yu) '^iry 3^1^- Z -4 ^ h^^i/] -2-:7/u;^p7 

Jfe^4 3 3). 
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2- {4 - [2- ( 4 0 0 7 31=1/1') -5- f->'i';&/W^^>f /V) ^ 
yj/u^^i/l -2-7/w;^-P7 3:=;w} - 1 - i/i? o^^^/yu- 5 h 7 
S-^f/W^^^Z-r (^Jl^4 3 4). 

2- {4- [2- (4 -;f7/l'Jj?=¥-^7 3i=7l^) - 5 P u^:/i;/U;^-^->] 
- 2 -7/^:^0 7 31 — 1 — P'vdrv'/u— 5 — x h 7 /V— 5 —^Jl^ 

% wm. i-m^m^ 35). 

2- {4 - [2- (4-^ n n7 ji:^;^) -5 - (-< y T^n hVv;^?/^/^^^ /w) 

^^/v^yu;^^^^/] - 1-y )V:^ny :z.:^)V\ - \ - -y^ n^^i/jv- ^ - (2, 
Kn-5-:t^y-4H-l, 2, 4 -;^-^1^v^7'y— /i^- 3 --f/V) 

-<:/y-i' 5 ^^y-zu k%m 4 3 6). 

2- {4- [5 /!/#>->- 2 - (4-i5'Do73i=>'U) ^y^^)Vir^-y1 
-1-y ivirxiy au:^iv\ - l -"-y^ n^^iy/u^yy^f $yy— 

ji^ mmm 437). 

2- {4- [2- (4 n P 7ai::i;k) -5- (v^p< f^/l';^7;l'^^^-l' /u) ^ 

(iiJil^J4 3 8). 

2- {4- [{N- (4 -v'^ 5^>'U;{7/W^^^/l') -N- (4 -7>'W^P73i^ 

)V) r?/} ^^/v] 7 3in/v} - 1 -v'i? p^drv'/w^:/y-f 5 ij^y— /V- 5 

-;«7/U7j?y^ (||Ji#ij4 3 9). 

2- {5- [f^ (3 -7/V::*-P7ni— ;u) 7« - 2 - 7;t/;t p - 4 - t 

Kp:3eix7 j^-yi^} - 1 -^'y^ n^^^yjv^yV ^ % ^V—}V- 5 -lJjvif>,y^ 
{MW\^ 4 0). 

2- {3 - [If;^ (3 -7/V;rn7*-/l') '^^/V] - 2 - 7/l';*-o - 4 - 1 
(HiifefM 4 1). . 

2- {4- [( 3 -v'p<^/^;*7>'W^^^/W'7 3i=^/W (4 -7/k;tn 7 3i:=^>'l') 
h^i/] - 2 -7/U;^o7 3i=i;w} - xi^^l^/V^V^ A %^:/—)\^ 

-^-tiiVif^ym. (IIJS^J4 4 2). 

2 - {4 - [{3 - (4-t KP^v^f-Sj; v^/l^- 1 — r/^;«7/U#=/l^) 7^1 = 
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1- {[2- {4- ([4- (4-7yw;rP7a:=7W) - 2 - ^ f-yu^T 

5— f/l^] ^JV:^^=^M -jS-D-^yl^^ P^'^ (^2i^j4 4 4). 

{[2- {4- (3-y/l^^tiy3^=^M ^ h^V] - 2-77W;^-D73i 

-yl'} - 1 -i^^ a^drv'AW^:/^'^ ^ iJ^iZ—zU- 5 — f/l^] ;(7/^#::i/U} 
-D-iJ^/WiJ'P^^ (IIW!l4 4 5). 

2- {4- [2- (4 p p 7^1^/^) -5- (1, 1 -v^;a-^y'f y^^T 

3- {[4- y X/UjJ>ii/l'- 1 -v^iJ' P^dri^yU^ 5 iJ^y— 

- 3 -7/l/;tn:7 3iy ^i/] yf-yW} -4- (4 -tJ' n p /l^) 

2- [4- {2- (4 P p -6- yT'p tvi^T^ y ;(;>'Wd? 

2- [4- {2- (4 -^J' P P :7 3;:^y^) - 4 - 7/^;d-p - 5 - (l, l-v' 

;^=3ry-r y^ry y v?;/- 2-^/v) ^^/t^/u;^-^^^/} - 2-:7/i/;f p:7ai=/v] 

- 1 - iy^ p-^^v'/k^^-y-r 5 5 -;i7/i^7j?:/^ iMMm4 

4 9)> 

2- [4- {2- (4-:J'PP7airiyU) -5- (-Y y ^P l^/WT 5 y ^/WtJ? 
^j]^) ^yi:^/]^:t^iy} -2-y/i'^x3yz,i:^/i^2 - 1 - v'^ p^^v'/I'- 4 - 

2- [4- {2- (4 -1^ ouy - 5- (N-^ yT'P kVV;i7/U7j?^ 

yu-N-y 5: y ) ^yv^/w^^-y} - 2-y^\^:tuy :x.z:.ju2 -i-iy^ 
u^^iy/\^^yy^ ^^f'y-/u-5-:bjU:^ym iMMm^ 5 1), 

2- [4- {2- (4-:^' PP^a::^^^) -5 - (^T V T'P f/l^;«7/V2l?=>7 

5/) ^:/t>;w;^#->'} - 2 -7/u:^p ^ccrr^/w] - 1 -i^;^ P^'ari/;w^:^y 
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.2- [3- {[4- {4-y^l^:^uy - 2- :^^)V^TV—)V- 

2- [4- {2- (4-^ 13 0:7 3:::^ /W) -4-7/1^:^0-5- 
fpyv^^'-l — f/W) -2 -7/^:^-0 :73i=/v] -l-v'^ 

P--^i//W-<:^y-f 5-:*/l'#>'^ (^ii^!l4 5 4). 

2- [4- {2- (4 n D ^ai^/W -5- {i^=f-jV7.)Viis=^)VT % J) 

V-iV-Z-tijVifs\ym. W^'^ {.%WS\4 5 5). 

2- [4- {2- (4-:J' Pd:7ji::^/U) -5- [N- p< 'f'/l'-N- (^f-yV 

^drv'/l.-<^>/^ 5 5 -;57/^7i^'V^ (^Jfef!l4 5 6). 

2- [4- {[3- (4 -iJ' n n 7i^/u) -6- ( 2 y t°n y v^>- 1 
--Y/V) fy v':/- 2 -^/i^] - 2 -7/^;d-p :7^-/u] -i- 

2- [4- {2- (4-:i' D P73i::i/u) -5- (Tir^/UT^y) '<i^i^>'V 
ir^i/\ - 2-7/1^:^ p 7 - 1 P^^^v'/U'^:/)/^ ^^v^— /w- 

5 -;{7/W7}^'yi^ WJ 4 5 8 ) , 

2- [4- {2- (4 -i^ P P73i:^/V) -5- (N- Tirf-/1/-N -^f-/^ 
T^/) ^>^v^y'i^;t=^v'} - 2 -7/i^;^p - l - v':^' p-^^^^/u-^^^ 

V'-r 5^i/-/U-5-*/U7j?i/^ (^ii^J4 5 9). 

2- [4- {2- (4-:^ PP^ai^/U) -5- (N-T-fe^/l^-N-T'P f 
/I'T^y) ^:/>^yU;d-'¥v'} - 2 -7/W;^-p 7 j^^/^] - l -i/^J^ p^'^v^/w-^ 
^y-r ^^y-zi'- 5 -;i7/i'jJ?^^ 4iM(IIWJ4 6 0). 

2- [4- {2- (4 P P 73i::i/k) -5- [N-^5^/U-N- 

2- [4- {2- (4 -rJ' P P 7ai=yu) - 5- [N- (p« f^/l'J^yUTjNn/U) 
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xn^^^yjv^yi/^ ^y:/-;\^-5-l3;i^yfsym. It^lt (IIWJ4 6 2), 
2- [4- {2- (4-^ n p:7cc^/U) -5- (N-T-fef^/^-N-;^ f^yU 

^yy-j]^-5-:^ji^^ym m.mM (iiwj4 6 3). 

2- [4- {2- (4-:^^ P P7^:=/^) -5 - [N- (jif^/WJ^yUjjN:^/^) 

2- [4- {2- (4 -rJ' P P 7cii^;V) -5- [N-^f^yU-N- (^i^^^/l' 
;;^/^;J^^/^) r^y] '<>'v?y^;r=^rv'} - 2 -y /\y:tuy -1-i/^p 

2- [4- {2- (4 P P 7 -5 - [N- (j:f^7l/;«;yU7}?=/U) 

^^y-ji^- 5-:fy/i^^ym (^»J4 6 6). 

2- [4- {2- (4 P P -5 - [N-^f^/U-N- (^i^f^/l^ 

r^y] - 2 -7/V';rP7 3i=/P] -1-i^^P 

-^=^ri^/^^i^y-l' 5 5 (|liiM4 6 7), 

2- [4- {2- (4 -t? P P 7^1=/^) - 5-?^ h^iy^yi^/\^:t'^i/} - 
2-y/U:^ay:iL:=.ju2 — i —-y-i^ u^^Z^/u^yy^ ^ yy^/V— 5 — 
(»^J 4 6 8). 

2- [4- {2- (4-^PP7^^7V) -5- (N-T-irf-/V-N-^ 
PtVi^T^y) ^i^v'/U;*-^^/} - 2 -:7yu;^p 7 - l -v^^ P^^^ri^ 

yw^^-y^f 5 yy^yu- 5 ifi^m imMm^e 9). 

{[2- {4- [2- (4-i!7 auya^=^;u) -5- ( 2 y f n y 

v?/i/:t^i/] -2-y/\^:^t2y3u=^M - l -Z/-^^ u^^i^j]^^ 
yyyf \i}^y—/U- 5-y(/\^l yl3^Uyr;:^/l^} -iS -D-^Vu^J' p:/^ (MMm4 
7 0). 

2- {4 - [2- (4-:^P P73iri;U) - 5- (^T yT'P tf/W^/l'/^^-l'/W 
-<>'v?/U;r^v'] - 3 -v-:^ P-^=arv^/l'- 3H— r [4, 5- 
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2- {4- [2- (4 -i? P a -5 - ( t'o U 1 -^7V;(7yU 

5-b] b-y ^:;'>-6-*/i'#:^g6 (11116^7 0 3) t^bfs:^mx^m 

(63) (29) 75^(62) (o\,^-rni)^\cw.n(Dm^mt^^xnmm± 

(6 4) (1) Tbm. (2 8) Xti (2 9) 7bm (6 2) (D V^-f tL>6M^M<^ 

(6 5) (1) 75M (2 8) X« (2 9) (6 2) OV^-rtlJil>{-IB^<^ 

(6 6) (2 9) nm (6 2) OV^-fH/S^^tBittD^-a-m^b^t/X^^^i 
(6 7) (a) (6 5) K^m(DW,CmSf^^^/l^y^mt. (b) 

(6 8) (a) (6 5) KU^oy^cmM^^ ^ . ih),^'^^-y 

(6 9) (a) {6 4) iC'i&Mt(DCmfff^^^yl-:^^V ?^y—^^mmt. (b 

hi^<omnt^m.^^t>^xfi^cmm^mW:n. 

(7 0) (a) (6 4) ^c|B^©cMJ^fi^^l>1'/^^7Ky ^R&^^fiJt. (b 
) y(y'^-y^x2yt^m.jf'^i^^xf^^cmmmmno 

(7 1) TiE-^^ [III] x^-^fi^h^^yy^ ^yy-Mt'^my.\t^(D^ 

o 
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[III] 



(7 2) 4- (4 -7/1^^0:70: - 5 - t Kn ^^/^ f-/!^- 2 - ^ ^ 

/i^^ry— ywST^4 - (4 - 5 -i? p p p< 2 - ^ 5^ 

(7 3) 1- (4' X2XJ- 2 -M \^xn^i/;<'^;U-\fy 0^:^71^-4-^ 

./V) - 2-fP y V?7 - (4* UX2-2-'i^ ntl :c=^ 

;p - 4 - yu) - 2 - 1° n 1) y ^ ya^" b 5 i¥ J: 19 ^ 5 If 7 :c ^^yvjii'^^^ X 

(74) (a) (1) mm.(D~^^Lii xm^ti^m'^mit^mxiimm± 
nm^ti^'to^m.. :slxj^ ih) (d t&i^<Dit'^mu^(om'>'< ^^-:^ms m^^mm 

(7 5) (a) (1) f2e«^-<g:^ [I] xm^ti?>m^m^t^'^x(tmm± 
(7 6) ^^^<D (1) iE«c<^-^^ [I] xm^^?>m^mit^^xim 

(7 7) ^^fiO?. (1) |E«©ft:-g'#l£i^om!j^-r/l':^3^Jx iitfj^jE^^&U^^ 

^t^. (76) 1e-^<d:^^o 

(7 8) ^}^M(D^ l^^-7':x.uyi^^i-:^Zt^^bi^'^ts. (7 6)IE^ 
(7 9) W^ftO (.1) ^mo-m^ [I] T-^$tb5iii^S<b^ifeXfii!i 
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•^tp. (7 9) ^m<o:^mo 

(8 1) W^»0-ri^i5'-7 3iDi^lg-^i-5;ii:Sr$ (7 9) IBS 

(8 2) CMffFI^^?&!leffiEm^^igi-5fc*!)W (1) I5«<^-J|g^ [I] T* 
(8 3) CMflfi^^!i''l'/w;^x)fy^y— e'|5a*^iJ^|^jt-rS/ti6C> (1) fB« 

(8 4) (1) mm.(D-fist^ [I] T-^^nsi^^s^b-a^i^xfiM^iM 
(8 5) (1) mm(r>-m^ en -e^^nsi^^^^b^i^xiii^^i^^ 

(8 6) (8 4) t&m(Dmkm^m. :^xj^mm.mm.^o^t:cmff^^(Dimm 

(8 7) (8 5) mm.(DmMmf^m. Rt^mmmMi^^cmfcf^^^ji^:!^ 

r C 1-6 Tyi-dr/ugj <b {i, ^mWc llbme (DW.mX{-i^^t^m7JU^Jl^mt:m 
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^y:/5^>'US> s e c-:/^>'^S> t e r t-y^/VS, '^Vf^yWS^ -^y^i^ 

(i, R'\ R"*. R", R""x R"*. R''\ R'". R'^'^ R'"'XU5R"(r*3V>T-?< 5" 
7i^S-C^bt3> R''\ R'•^ ^/^-7'BS0'^y^-yc^^:*JV^Tp<^/^S3^«: t e r 

fcSo :i:fl!i:6<Jl-li^ :77U;tP7{'^>'W'Sx >^7/W;rp ^ f^yi'Ss h y 7/i';a-p p« ^ 
yl'S. y^P^7<^>'l'S. ^PP7<^/^S^ 1, p pptf^/wS. 2, 2- 

v?i?PD^f^/uS^ 2, 2. 2- h y 7/^^p^f'/i-X#;i5^{f ^i^5c 

31^1^:^, hy^f^w:/> xh77<f^w^> ^^^^ j^'f-vi^s 

So 

rci-6 T/l^n^i/Sj ttt> -e©T/V'^/^lfB{4/65Ji|g:^ao5 rci-6 T/W=3r/^ 
R''\ R'\ R"". R"". R'". ^/>'^-::^ARtJ«^/>'^-7'c^^:*5V^T<|#^^:^f^*L 
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R'. R\ R\ R\ R''\ R'"=\ R", iJ^Vl— T'B }^*3V^-r#{^:$f ^ L < tt. T 
rci-6 Tyu=3r/UT ^ y £j ti-i. ^<D7;V^;l^UiiLifA±.W&^<D rci-6T/l^ 



103 



wo 03/000254 



PCT/JP02/06405 



^ y >^^y^T5 ys. t e r t -y^yuT^ ^v^/ur^: ys. 
v/vT^ys. v^y^/vr^yS, v^^t^yvr 5: y y ^yi^^^/i^r ^ y 

rci-6 T/u;{7y-('/UT5 ySj ^(i. "^(DT J ^ ;\^nW±.W^m.<o rc 

5y£^ y yi^T 5 y -ryy^y/i^T^ys. e/^n-r/ur ^ys^^^s* 

::^ywS> t e r t - y^-z^y./V'^^^^/wSN ^^-f-^vy-yu* =-/u-S> ^^v'/uyyu 
flc^tz:{47 3i=/u£, TV MJ/i^S. i^-r^>'WS. TXv::^/vS> 

rC 3-8 DT/l-'^S^/WSj i{4. |^^^3 75il8^> L < (4 5 7 ^ 
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1 -^/US, 2, 5 -i/^ n^^f-i^Jii/- 1 -^y^S. i/i^ t3^:/7' 
HA. HA' lJ:i3V>T$f* b< i^if' n^dr-fe=/vST?fc5e 

>?n/u^, i^yyi;»^yus. 1, 3, 5- h y Tv'^/i'Sx e-py/i^s, i^^v" 
y/ws> -f^yy'y/^Sx i, 2, 4-byTi/yyvs. xh7yy>'i'«. 

g^ryy/ws. ^rv^ryy^vs. t-py^^vs, t-pyv^^/i^s. -f^^yy 
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— N. 




0 0 0, 



0 



-"vJ -"sJ ""O 




— >=0 — ^S=0 — X 



<i -^d 



N 

H • . • 

=¥-t-y y :^>'vs. =¥/^i^y>'^s> 7;j'7v^^>'ws> v^i^yy^-'us. -ry 

'^Vi^=^/i^&. 5, 6. 7, 8-x h7 t KD^y -r:/Ky>'^S^ 
>y^:n-;i,£, i/;^-^-!?-^ y ^^S. ^:/y5^Ty y /^S#:6^^lf bixSo 

y7'v'^>'^'S^ K"Dy/>s. )/y /v-Sx $ tJ^)/ y /^s> 1. 2, 4-hy 
^f-yy/^s^ f-Tv'y^i'Ss y^ry y^i-s. f-Ti>T)/y/i'S> fpy-j;' 

/-o /-o /-s 
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rc6-i4 T y -/i^ci-e t;u=¥;^sj <tfix -eoT/^=3r/^^fl5fii:;65±lB^^<^ rc 
1-6 r^^=3r/PSj T-3!?'9. r y -/i-ifi5{ii;i^±iB^at^ rc6-i4 7 y-zi'Sj r-fc 

ji^&X'hr) . M^i^m^ii. -Oi^^um. y:^^^j\^m. 3-7:x=yuyo i^/uS. 

rc6-i4 T y — >'i'Ci-6 r>'i'^/w:t-'^i^;&>'^^->'^Sj t\-t^ ^(dcg-iat v 
—/uci-e T/u^/i^^p^iLiJSiiiB^^c^ rc6-i4Ty— /wci-er/u^/vSj x-fc 
<5> r y-/i'-7'>'^=3e/p-;r=¥v^-;*/i'#^>'^ST'fcSo 0^ t<{i-?:<7?ryi'^ 

rei^$tbT^> j;v^ci-6 t/u^/I'Sj ±iB^a<^ rci-6 r^vdr/u^j, 
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m(o fci-e T/^=j=^':x*/i^xH-/vSj2^t;^±l2^^© rci-6 t/u^j\^t 5 y Sj 

^f^/vSx :/ptVuS> >f y:/ptVvS. :/f^/uS> y i^^^y^S. s ec 
-y^/uS. t e r t-:/5'/w£x y'<i^5'/l'£, t e r t-'^ 

tVi-£. 4 -t: KD^i^:/^/^S^ i - 1 =^v^- l ^/i^^f^/^S. i- 
k Kn '^v'T'p 2 -^T/uSs 1, a-v'k Kd =^v'7"n/N°V- 2 -^/WS. 
1 -t Fn=^i^- 2-;»{^/V'7'd^n°:/- 2-i'>'US, jS/UTK^iz/^T^ 2 

R\ R«&0R*' lc:*5V>T{iy ^^uSXfi ^ y 7yw;^py^/i'ST*^»?. 
R\ R\ R''"RtJ«R'*t^:*5V^T{iy ^^/WSt'^l? . R'^tC^SV^Tfiy ^ 
5^/vSX(:±^ V-fxi tf7W£-(?fe 0 . R'" ^^:*5V^•rttp« f-y^S^^tJ^^ y T'a 
T'^^)^9^ R'\ R'"'StJ«R'"{::*3V>T«yf'/i^SX«3i^/i-S, R'^Rtl^R'M^iB 

^^/I'S^ y y'p tVuS, h li 7/W;^-n y f^/^SX-fe I? . R 

t e r t-y^^/uSs >r.y-^V5";wS. 1 -o^f-yUT^n 

/^X. ^yyDtVi'S> 'I'yT/^'/wS^ MJ 7y^x)-py 2- 

7'p^^/^S^ y^/vS. 2- t KP=35->^^^>'^S^ 4 - 1 Kp ^■i^T'f'/i'S. 
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^f->'l'£> 3-t Kp^v'I/p tVu£, ^ h^i^^^/US. h ^ v^ai h df^ ^/oi 
^/i^mxh •? s R•'^^::*3V^T{i^^^^Ss 'T VT^p f/t-SXtt t e r t -r/^iv 

mxh*). R■'"XTJ«R'"{^*5v^T^^7<^/^£^ j^^/v-Sx :/p If /I'S. -ryiT'p 

kVl^S. yf-^^S. t e r t-y^/um. -f y:/^/^S> 2-t Kp^v'^^'/W 
1 -k KP=3fv'7'p/N°^- 2-^yW£. 1 - k Kp ^-iX- 2 - 7« f•/^7°P/^° 
>-2-^>'i'SXfi;&/v/>J^>v'/^^^>'i'S-Cfclp. z. z' RXf^ji^—-:fDizi5 
v^Tfip^^/wS. :/p kV^S^ ^ yrT'p kVuS. t e r t 

hV k KP'¥iyp<^yv«. 2-k KP=^i^^^/^S^ 2-;& 

h^. R'''*^^*3v^x{^p<^/^£xa t e r t --f^f-z^mxh 'o . z. z' 

/u— :/D^cjoV^T{i^f^/^S^ t e r t -7'5^/i^S> h JJ 7/U:^p p< ^/i^SXfi 

«^mT/u>ir^/umi!)^i7bm3m(DW:^^xm^^fixtj:\,^h(DXh^s mmm 

:j^7;^7i^>ix/^s^ T 5; y £, ±tfl^^o rci-6 Tyi^^^^riygj, ±ia^^<7) rc 
i-er/i'^^^v'Ci-eTywa^i/Sj. ±12^^© rci-6 T>'L'=i^v-;<;/i'7j?=7u 

vT'p-^^i/i^s. i--f'r:^/i-m. 2-zfT=^/i-m. i, 3-:/^i>^= 

^l'£> 2-^y^^T-/vS> 3 --f y^^ir^/uS, 4-^f^yw-3-^>'x 
L<(i. 2— r y^O'x^yl'S. 3 — ( y^^±=^;l^mXii4:-/^jl^-3-^ 
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ny:/Mi^Js v-ryS^ ^hnS. ±IB^aC) F c 1-6 T/V'a^v'V'Sj. ±15^^ 
r/Npy:/>f|^Cl-6 T/i^^/uSj, ifS^^tD rci-6 Ty^;i7y-f/u£j, -(C 
H2)r-COOR". -(CH2),-CONR"R''\ - (C H2)r-N R"R''\ -(CH 
2),-NR"-COR''\ -(CH2),-NHS0,R"> -(CH2),-0R". -(CH^), 
-SR"> -(CH2),-S02R"35.0f-(CH2),-S02NR"R" (i::T?R"Rt; 
R"tt^ ^n^tt^ftSCLTx 2K5!li!i^3l«±l55£a© TC 1-6 T/U'^/WSj T-fc 

oP73i^/vS. 3, 5 -i^^ci p^ai^^/wS. ^y:J'7>'i';^n7 3i^/i'SN 4 
-^f'/V^nin/VS, 4- t e r t 2 - h P ^/UJ^ci ;^ f- 
/v^j:— 4 - h y >'>'V;tP p< ^/V7 3i=.yu-S. 4 ^ p ^ai^/^S. 4 

4-;i7/W^^^7V7ji = >'V£> 4 -T 5; y 7ai = /V£, 4-v^y ^/UTS: y 731 
=i7VS. 4-T-fe:5^/l'T$y ^i^/uSx 4- f-/v;^/l'*=/l'T ^ y ) 7 
=/WS> 4-^ h#'>7 3i::i/U£, 3, 4, 5 - ^ y ^ h =^iy :7 3i^/V£. 4- 
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;vy 3 -ri h n- 4 -pt 4 h P - 3 -7« b =^ 

4 - t e r t -T'^/i^^a^^/US, 4 ^ai^/l'S^ 3-^na73i = 
4 -i? p p 7cJ:^/^S^ 4 b=¥v'7 3i=/L'SXf44 - M; 7/W;^P7« 
5=-/V7^^/^STfe ^9 . R'^'. R'^\ R*"\ R''«]^t/R''}-iBV^T7ciic^y^S. 

2. 4-v'^nP7ai=/US, R-^MciSVNTH^^t^i/^S, 4-:^nn73^ 
-^'i^S. 4- M; 7/l^::rnp{^yU7 3ii:^>'US. 3, 5 - v^^ p p 7 a^^yuS, 3 
-rihP-4-^ |>=^v'7 3i^y^SXf44-::^ hP - 3-^ h =3ri^7 ai^^/l^Sx 
R •''M^: *5 V ^ T *4 7 ^ /I'S^?. 4 - p« f'/t' 7 a: /l^S T* 5 „ 

r://u>-7'Dj5^pj^{m5 l75S5^<og^s-cg^^$tLTt><^:v^c6-l4 r y 
i//v-7°Di: LX:^^^^61J^^:{4^ 75'^ji-?-. j^mii^^. %mw^=h. =hps> 

iXTyS> ^^yl-S> 7°PbVl-S> -ryT^PtVuS, t e r t-:/^ 

yi'S. m; 7;u;^P7«^>'^S> t Kp ='rv'^ 2 - t KP=¥-j>'^^/^£^ 
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3 -'T y^=3lr-fei^^V;*-^VS. 4-;?< f^/V- 3 ':^'r:^/U:^^i/^^ 2- 

y^/vTSiys^ v'ji^/^T 5: y r-fef-z^r ^ y y f-zuj^yuTj^^/ur^; 
ySx y y y f^/u>^ywy T^iy;;^/^ 

-/^Sj tTJrfls^tJfJKis r>VV/i^m. -(y^=^ 

/I'Ss 4 -7/^:t^7 3l=•/^S^ 3 n n ^a^^/wSx 4 n u 7 
2, 4 -v=^ n P ^ji^/l'Sx 3, 5 -v'^ P P 4-7'P^73i:^ 
/VSx 4-= h P73i=y>S^ ^>'^7/W:tP7 3i::^/l'S^ 4 -y 

4 - t e r t -y^/V^a^^/US. 2 ^ MJ :77l':t p y ^/l':7 4 
- b y 7/U;rPy ^;^:7 3^::^7W£, 4- (tKP^V-y^/W) 7 -/W^, 4- 
(y h^v^y^/i^) 73^^/USs.4- (2 -;(7/l'7}?drv'/W'^5">'W 37 31 

3 - j^yw^J^^i/yi^y 4 -;(;7^#*v'>'W7 3i=/^S, 4-y h^^i^y^:- 
^/i^Sx 3, 4, 5 - h y y h^v'^ 4-:i7/w^*>r/^7 3i— /i^S^ 

4- y ^/i'^;^7 3i=/vS> 4- (v?y f^/wr 5: y :^7 7W7j?^/W yzj^z^/v^^ 4 
-y ^/^;^/i^/Jn=/^7cc^/uS> 4 -r-fef^/i^r 5 y ^aici^/vS, 4-->'Ty:7 

4 -r-t^y^^nz^/US, 4 - T 5: y 37 a: 4-V>y5^/UT5 

yy3i::^/u£, 4- (y f^/uj^yi^^i^/i^T 5: y) 3731 n/vg, 4-y^yu;^/w7 

^:^/l/7 3tn7WS, 4-T5 y;^/l'7|N^/W7ji=/l'S. 3-=hP-4-yh^ 
ji^/l'SXfi4 hP-3-y h=35^i/7 3i=/l^S. 4-x hyy—zP-S 
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(D rgt^$t^T^>J:V>Cl-6 r/^^ar/l^Sj. -(CH2),-COOR'". -(CHj)^ 
-CONR'^R"*'^ -(CH2) ,-OR''^^ -(CH2) t-NR-^^CO-R*^*, - (C 
H2) t - S (O) R-^'Xtt- (C H2) t - S 02-NHR'2«T'&5o 

l-GT/V^/l^Sj. -(CH2) t- COOR'''\ -(CH2) t-CONR-^R'^^', -(C 
H2)t-OR''=^"'Xtt-(CH2)t-S (0),-R''"X-&i9. 7 y ^Jli^. 

^^W.^. *^J!l^s ^hn^, t e r t -^f^/VS. 

i&^M^^. ^^/i^S. t e r t--f^/u&s :b/uyf.^-y/um. ^ 

— 7/V:^a 7 3^— 3 - ^ n n 7 aic^/wS^ 4 - n n 7 a^::^/^^. 3, 5 

f-zvy a^:^;V^^ 4 - t e r t -:/5^/W7 3:=/WSs 2 - h U o 7< f'/l'^ 

4 - h y 7/W;rnp<^/l'7 3i=7l'S, 4- ( t Kn f^/U) 731 

4- h^v'j^Jf^yU) 73i:^/l'S^ 4- (2-::«7>'U7i?!35^v'>'U3^^/U) 
73i:^;Wfi, 3 -;«?/^j}?^V'>'^7rc=/US, 4-;(7>'l'7}?drv//l'7 3i=/l'S. 4- 
7( hdfv^7 3i-/PS, 3, 4, 5 - h P v^^ci:::^/^^^ 4 -;^7/W^^'l'7P 

^ai^yuS, 4 4- (v^p* 5: y ;*/ujJ?=/u) 7 

4-^f'>'^;^/i'7>i'^>'^:73i^/wS, 4-r $y 4-i/ 
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vrySx =hp£> ±1B^^<D rci-6T;v=35^;V'£j. ±IB^^<D r/>n^v{k 
C1-6T/^^>'^£J^ ±m^m(D ^C\-%Tjv-fy J ^ -(CH2),-COOR 
-(CH2),-CONR"R''\ -(CH2),-NR"R". - (C H^)^- N R"- C O 
YCK -(CH2)r-NHS02R''\ -(CH2),-OR*'\ - (C H^),- S R^ -(C 

H2),-S02R"Xt;«-(CH2),-S02NR"R'"' Ci -eR"&tJ«R''Mi^ ^tt-e 
a-i^-y v'/i'S. v'/i'*. 4-fyv'/i'S. 3-:7/v:^ 

P t'l; v^:/-4 --T/vS. 3 -i^ DP t'P v^>'-4--('yvS. 4-i5'pnt°yv^ 
1^-2,-^ JUm. t'y^v^-zVS. ^'v'^/uS, 1, 3, 5 

-hvri^=^/um. K°ny/us. t°7i^y/i^s> ^i?')/y^^s^ i, 2, 4- 
h y ryy/i^Sx -r h^v^y/i^Ss 2 -f^^j^^/ws. a-f^-^^/i'*. 7 y/us. 

f^Tv'yyi'S^ 2-7«f'/i'^Ti/->'u-4— T/i'Sx 2, 5-i>^^/v^ry- 
/w-4-^/us^ 2, 4 -v^^f-zi^^ry-zi— 5 -^y^s. -Y yf-ry y /i^s^ 
f^Ti^T^' y/i-s. foy^/i^a^ k°p y s-t KD^v-t°P y v^— 

^y v?/S^ 4-t Ko=3ri^t'^y '^^ySx S, KD:^fi/f^y v'/Sx 

4-7< h=^t^f^y i^/Ss 4-*>'U7j?dE^i/f^y 4- (t KP^v'pf 

^/u) f-jyv'ys. 2, 2, 6, 6-x h^^f^/i'k'-^y v^ySx 2. 2, e. 

6 -r h7^^yU-4-fc Kndrv^e^y v'yS, N-Z'fjUh'^V 'Jy- A- 
N- (t e r t hdrix;{7/l-4^'=/l^) y v^>'- 4 --l' /uS, N- 
T-fef'/l'V^y ^;^>-4-'l'/l'S. N-^f^/Uy^/U^Jc^/Hr'^y v^:/-4-'l'/U 
S> f^7t?=^/VSx 4-;/5=-/H^'<^i^=>'WS> 4-7«5^/l';^>'l'>J^=^/Vt:*^7 
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^^yyyi^s. -ry^yy/^s. ^^-^yy^y^s. ^ry^r■^^yy^a. 
7 v'^/vS. v'^^y y y v^=/ws. 5 , e , 7 , s -r h 7 1 k 




0 0 0 0 

_y^NH A^NH A^NH /^m 

0 " 

000 

A-NH A^WH A~^NH 
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0, 0 - 0, 0, u 0 0 

-«J -vj -\J -«o 

0 0 „ 0 0, „ 0 

-O -"O -"vJ -"U 

0 • . 



/ II // II 





«e -^y -i\ -iy^ 

° Me 



Mri^m^ti. tfyi?/u£. t:■7v;^=^/^S. If y 5 i^^^/i'S. ifyyv^^/w 

1, 3, 5 - h y Tv^^/t'S. lfpy/'WS> k'^yy/i^Sx 5^5^>'y/^Sx 

1, 2, 4- b y Tv'y/i'Sx xh7>^y/^s. ^^^c^yus, ^y/vs, 
yyyvs, -1'y;^-=^1^^^y/^£> ^ryy/^Ss ^y^ryy/i-s. f-xv^ry 
y/i^Sx t°pyv>=/uSx t'^yv'/us, k'^^v'^/i'Sx ^/i^^ycn/vSx 

f/N n C 1-6 T/Wdr /l^Sj. ±|S^^O rci-6 T/l'* / -f -(CH 
2),-COOR''\ -(CH2),-CONR"R''\ - (C H2),- O R" T-fc 5o 

xo^Sj i:L-C. L< ftf^y v^/S. 4-^f-/Wt°-<y 2, 6 

1- l^^y v^V-4->f/^S. 1 - t'P y 5/=:;^^, ^/V 
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0 0 0 0 u 0 0 

-O -\J -"vJ -yj -"vJ "O 

1 ■ • * t • 



VA. ~"nJ ~0 ""O -"vJ 



—K . >=o ~\ /S=0 — N 



T — </l — <f T ^/ I 

^c-N ^M'-' 




r II -Y/ I 




1 - t°P y v?r^;vs^ ^/v*yyg. 4-5^;d-^/v^y r^/i'SX'fe'9> R""'i^*3 
{cjov^Tfif^y 4-t KD^v'i^-^y v'ysxtta, 4-i;?tKP=3p 

v-t'-^y v?y£-Cfc?)^ R''"{^:*5V^Tttt•y v^/vSXfi^^i^^^y /ST-fe«3. R 

(ifiJ v'/l'SXf^^Ty y /l^S-e^t) . R''"XttR''"'l-33V>Tft 1 - 

v?v- 4 --f/wS, 3-t Kp^v/t°P y v'ci/wS, 3-tK 
pdrv'fc'-^y v>y 4 -fc KP^^rv-t'^y v^y 3, 4-v>t KP^v^t"^ 

y':^/Ss 4-/ 4-:i3/i^ts^i^i^^Vi^y&. 4- (t 

Kpdri/^^/w) f^y^^/s, 2-:*-=3f yt'^y 4-;^=¥yi^^y 
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ySs 2. 2, 6, 6-x h^p'f^/wf'^y v^ys. 2, 2, e, e-xh^y 

--l'>'^S■Cfc»3^R•"&05R"'^C*3V^•C«2-;^=a^1^>/y 2 — f/l^S-C&5o 
■efcO. #.E^(7>-^7^n^S^-atfo ^SmSll. Ji|Bi;^-/u-:7'D ((a)75M(q) 
T-g^^ttTfc J;V>C6-14 T y-yl'Sj T-^Jf btLfcgl^S;55^if btbSo 

r;{^/^-:/D*^ bsrf ti5 1 5 ^®<^e^ST-ei^i ^ fix hi. v^^t" n^Sj 

<!: tTfl:«s:6<jJe:fi, 2-eyv'/v£, 3 - y v'/uSv 4 - y v'/uS. 3-7 
;U;e-D t:°y i/:/- 4 --f/uS. 3 - ^ a a t° y v'^'- 4 - 4 - n n 

yv^>-3-^/^s^ eyv?:^^^^, fy^v^^/i^s, b°y ij^v^^yus, i, 3, 
5-hyTv^-/us. k°py/ps. l::'■7y'y/^s^ ^,i?^)/y/^s> 1, 2, 4 
-byTyy/ws> "f h^yy/wSs 2-^3:^/u£, 3T-f^3i=/us, ^y/u 

;^-=arf-yy/i'«. 2-7<^/w;^-drf-y->'U-4-'i'/vSs -('y;^^f-/y/w 

f-T^y/WS, 2-p<5^>'U^T>'-/^-4->l'/US, 2. S-v'p^^/l^^T 

f-T v^ry y fn y =i;uS. t°a y v^^^^^S. ^ 5: iS^y y v?=.;wS^ 
t°-<yv'/US, N-^f^/l'f^y v':/-4-^yU^, N- ( t e r t -^^ h=3E^t^ 
;^7/l,7j?::iyW) \f^]) '^ly- A-y( JV^^ N - T-fe ^/l' y 4 - ^ 

N-7<f^/i';^/i'7j^=/i't°^y v^>-4 -^^vS. t°^7v?=>'^S^ ^/W3t;y=/^ 

^;d-^/i-7i>y z^/i^S, X by t KP e-^^/i^s. ^/ y/^S. 'fy^Jryy^i^ 
y ^y =¥-y-y/i-s. 7^7i;?-/vs. v-yy::^;^S^ •:^75=- 

i; 5, 6, 7, 8-7 h^t Kn^y y/l^S. -l':/Ky/l'S. ^C^y 

'f:xKy=/vs. -<>'>^77^y^s^ ^^'^/g^^^/i-s, 
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— N. 




vJ -yj -"o -\J 



U U U V 11 

U -"0 -"D -O -O 




-N, 



— ^0 — ^S=0 — ^S^° 



N 
H 



— (fT — f 1 — ^ I 




^it. 2-fc°y >'/l'S03, 4, 5X«6fi> 3 - e y v^/pSO 2 , 4, 5X 
(i6<&. 4 - f y i?yl/^<^ 2 , 3, 5Xfi6te. 2 3 . 4X{i5 
3-^^=7US(Z)2, 4XW:5^tJ:7ymir.^. ^^M^s =h 
dS> t e r t -y^/i^S. :^7/i'jJ?^i^/uS, h y 7yu:rp p< ^/I'Sx 

^■Cfc5^-rp«S-Cfc<9. ^{l^mz.\t. b'ys^/p£, t'^t^'^^yi'S. fy^i^^ 

->'i^Sx t-yyv'^/vS, 1, 3, s-hyrv'^/us. i^ay^us, 

2--1' y 2-;t=3f^y-r ^iJ^y'y v'-zv-s. i, 2, 4-hyTy 

yy/ws. 2-;a-'¥f-:/y-/ws^ f-ryy/us, ^yf^rv^y/ws. i, i- 
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y^^/^S. A^-l, 2, 4-^#1^v^7'yy/^S> 5-^=3ry- A^- 1 , 2, 
4-:^^f-v^ry yyuS, 5-;^-dry-A2-i , 2, 4 -^7 v^T ^y -/l^S. 
2-;t-=ary-3H-l, 2, 3. 5 -;r^lJ-f^T-:^T ^ y -/ugT^fc !5 > i^Vu- 

^ttXtj iV^Cl-e T/l^'^/l'Sj. -(CH2)t-COOR'". -(CH2)t-CON 
R«"R°2\ -(CH2)t-OR»'\ -(CH2) t-NR'^^'CO-R"", -(CH2)t-S 
(O) , - R"" ( C H2) « - S O2- N H R'" T'fe 

xnglSj i:UT0*U<f*. t'-<yv'yS> 4 - 1 Kp ^Vf ^y i^^y S^ 2 
-:^#yt'-^y v'i^-l-^/l'S. 1 1 -k'D y v'rryvS, 
2-;^=3{^y l^o y v?^^- 1 -^ywS, ^>'i'*:yyS, =-jvm. 
4-7^ f7 t Ka tf9=i;VS, 3 - f y v'^rVg, 2 - f y 5 v^::^;u£. 2->f^ 
iJ^y y >- 2 --T/i^S, 2-;i-dry-r ^iJ^'y y v^:/- 1 2-;^-^y;^ 

^i^y y v':/- 1 s-xh^yy.'vSs 2-f-Tyy;v£. 
yy/i'S^ 5 -5^ry y yt'S. 2-^5^/i^^Ty— /i^-4 — fyi^s. s-y^/u 

=J-r-/—)V- 2 --I'/wS. 2 - T % J'^-rV—iv- 4 3 ^/u- 1 , 

2, 4-;t^f-v'ry-/i'- 5->r/^£^ 1, 1 -^^:t=Sry-r yf^ry y v':/- 

2-^/L'Sx 4, 4-v=7<9^/^- A ''-;^^f-yy >'-2--r/^S, 2-f-3c= 
/L'Sx 5 -iJ' p o5^;ty:t 2 5 - y ^/u^^f-y— /u- 2 --T/'i^ 

s-^dfy-A^-i, 2, 4 -;r^-y-v'Ty y 3 --r/i^s. 

y-A^-l, 2, 4-5"Ti^Ty y 3-^7U£, 2-;t^y-3H-l, 

2. 3, s-^dE^f-^Tv'ryy ^--4--r/usx'fcSo 

f^yv^/uft, 2 -^=3py f^y i^:^- 1 -'ry^^^ 2-:t^ryifpy e^v-i 
--fyvs. 2.--1' ^yy y :/-2--f /VS. 2-;r^y-f y v^>- 1 — f 

/vS> 2-;r=¥y;^-^1^yy v^:/- 1 —f/uS, 2-y f^yU5"Ty~/u- 4— f 

/i^s. 5-y^/u5^Ty->'i'-2 — T/i'S. 2-T^yf-ry-/u-4— Y/i^Sx 
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y^^TV^y v^^- 2 -^/l^S. 4, 4-v>7'^/l^- A 2-;rarf-y y 2-'l' 
>'V£^ 5-:^^ nip5^;r7ai>'-2-^;w£> 5 f-^v^^-^-y— yi'- 2 — f/v 
5-:t=ary-A2- 1, 2, 4 -;rdE^f-v?Ty y i^- 3 -^/I'S, 5-:^^ 
y-A^-i, 2, 4-'^Ti?Ti/y 3--r/US. 2-:^^y-3H-l, 
2, 3, 5-;^:¥-9-^Tv'T>'y >'-4--r/^ST*fo!3. L < 2 

^y t'^y V?:/- 1 -^/u^, 2 -;t^y t°n y c;?:/- i --Y/i^S. 2-;4-^y 
^ 5 ^^/y v^^'- 1 --f /i-K. 2-;r=¥y;^=3rf-i/y 1 --(jvm^XJ^l, 

1 -v^;^-=^ry'f y5=-T)/y i^:^- 2--('/wST'fc!?. L < li 2 -;r'3!^y 

r/>o>«r':/i^-^j, ±i5;tac^ rci-6 ryu^/i^Sj. ±is^^<d rci-6 

VywSx 2 -7^ ^^yUv'^i' n-^^^^'yi'Sx 3 -p<^/V'v'^ P-^^i//uSs 4-p«5^ 
jv-y^ n-^^v-y^S, 4,4- v'pf 5=-/V'V'^ n^^i/jv^^ 3 , 5 - v';»« '^jVi/ 
^ n^^ri/jv^^ 4— t e r t -zf'f-jV^y ^ n^-^iyjv^^ 4 — t 
n^drv/ywg, 4-y h=^v';xj? n^^V;l^£, 2, 3, 4, 5, e-^^i^^ 

i/'^ p Ty^'ary^Sf^P^i:^i^3V^■r»* b< {i. -J^:^ P-syf^y^SXtti^iJ' 

4 -:7/V::^p i/:^' p-^^^f-v'/kS^ 4 -^^^yi^v^i^ p^^^^v-y^S, 4, 4-v^ 
p< ^yl^iXiJ' p^:^r$//^S, 4 - t e r t -y'f^yl^v'iJ' P^=Sr;Xyu^, 4-t:KP 
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Dr/^^/^SJ <btt. ±i2^a® rc3-8 iXi? d T/L^^^r/^sj 1 jbm 5 m(Dm 

4, 4 - i/p* f^7^v'^ P^^^v'/i'S. 3, Z-V':^'f-jV-y'^x2^^iy;V^^ 4- 
t e r t D^=¥v^yUS. 4 - t Kp ^ v'i^^ 4-^ 
hdrW^ P^=3r->7^S^ 2, 3. 4, 5, ^ -^:y ^ y )V:^xi\/i^ u^^'iyjV 

p T>'^^/^Sa5<il^*3V^T^?* t < fi^ v'jf p :/P tvi^S, p 
p^:/^/uSX(ii^^D^drv'yi'£-efe«9. r^yu— 1 

t;«R•2Mc^oV^Ti|#^c$f^ L< {ii^iJ' P-/P tvwS, v':^pyf-yv£> i/i^^p^df- 
v^/^£Xli4 - t KP=¥v^iX^ P^drv-zi^ST-feSc 

r^/yV-T'D^ii^bSfm'S 1 TiM 5 €(DgJ^S-Cg|^^ tbX J;V^C3-8 
pT/^^/USj ±IB^a<^ rc3-8 iX:J' PT/U=ar/l'Sj ;6U75M5l®<De 

%^mz.\t^ p^P tVi^S, V^J'Pi/^/wS^ i/^P^^-f-;wS, -y^xi 
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4, P^^v'/V'S^ 3, 5 -v';^ ^/I'V'i:^ D^=^v'/l'S^ 4- 

t e r t 4-t Ko 'Jri^v^^ o^^':^/wS> 4-7« 
h^i/i^^ 2. 3, 4, 5, 6 -^>^:7/U;^a P^df^v^/l/ 

jf,-^, h 7« text -T'^/^S. ;«7/W7j^> b V 

rgi^^tLT ^i:V^C3-8 i^:^' PT/U-^-zl-Sj <i:{4. rC3-8 iXi? 

Tyi-'^/i'Sj. ±ia^ao rc 1-6 Tyu y0^p5^fm6ffm»i-<t tJfiife 

4 -:7/W::^-p- p^^ir^y^^s 4-y^>:^-2-'> 

P^^f^r::^y^S^ 4 -y ^yU- 3 - v^i? P^^-fe::^/^^^ 2, 4-v'^P^=3f^ 

y tC*5VNT. #l^:iff^ L< ftv'iJ' P^^-fe;^/wS-Cfc5„ 
Fi/yU-yB 1 5 i@Wg^«-e«tfe$ tLT i V^C6-14 T y 

— /kCl-6 T/W^yi-Sj <tfi. ±15^^(0 rc6-14 T U — y^Cl-6 T/U^/t'Sj 
1 7!;M 5 ^) J; ©T-fc ^ ilg^OT y -yuTyi-:^ 

^^^^yi'S. 3 -:7 3i^/i/yp tvvS, 2 -73i=/i'":?'p tVuS, 3-7yi';:^-p^ 
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/I'Sx 2, pn^:/v?;^S, 3, 5 -i^^ ux3y<yi;^^i^^, Z7JU 

;*-t3^>'v?ykS^ 4 4-t e r t 2 

dri/yV^Vt^/l'S, 4-:fy/Uy^^4/U^:yiPjU^^ 4 -r $ VIZI'S, 4- 

v^T^f-zwr^ /^i^v^/wS. 4-rirf-;uT 5 y^i^v'/^S^ 4- 
jj>n;uT5y) 4-^ h^i^^:/-:;^;!^^. 3, 4, s-mjt* h^f^ 

4 -r $: y ^/l^JtJ::^/l'^:^v'/W£. 3 hn-4-y hdr^/^:^i>/l^S> 4- 

C6-14 7 y -/l^C 1-6 T/^^7Hf|J^fc^'*3V^T^f * b < {i^i^i^yl^S. 7 
lB3^a<^ ^/^py:/J!g^^J, -hPS> ±IH^il<^ rci-6 T/Udryugj, _fc|B^ 

i^^m^. ^hoS. y^/wS. t e r t --/^/w^. ]> y 7;i-:^p 

6-14 r y-ywCl-6 Tv'i'^/W'Sj LT, R'"25.TJ^R'"{::*3V^r^if t b< ti^^- 
P;V^, yx.^^'^ju^^ 3 — P P-<>'v'/l^S> 4 — ^ P n^>'>?yvS^ 4 — t 
e r t -y5'/V^ve//l'S3^fi3 - ^ y 7/L';^-p y ^/W^^'i^'/t'S, R", R"'"^ 
R"", R'^\ R"", R'-McioV^T^f* L< li-<:/v'/^£-Cii>?) . R'^'" 431*3 V^X^f 
* t< t4'<:/i^7WSx 7 jc^t^^^yWS, 4-7/l':tP^>'^^'/VSx 2-:^PP^y 
v^yVS. 3 P p-H:>'v?/I^Sx 4 p P-^^^i^ywSx 4 - t e r t - T'^/U' 
-<:/x^/uSX«4- h y 7/U;^-pyf^/U^yi//uS-C*5!5x R"'^Xt)'R'"<-*5V> 
X4-i^pp^^^i^7U'S> 3, 5-i^^tiu^y-J^v^y.n4-h]}yy^:^^?^ 
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-/WCl-6 T/I^^/USJ tit. ±tS.^^(D r C 6-14 Tl^-zl^C 1-6 T/W^/l'Sj 

^;\^-zfTitLX^{l^m^^. yy^Wi^. ^3flE^> ^^W.^. =hn^, 
e^ryS. ^^/l^S. ^i^^/uS. T'neyuS, 'l'yynf/^K> t e r t-:/f- 

yT'D f/i^T^ /;&/1'aJ?=/uS. v'pt^/UT^y ^/UtK^/uS. i^^^if^/^r^y 
(2-fc KP=Jrv':3c^/l.) T $ / (;<7/U;J?^ v-/^^ 

5 y ;{7/U7j<=/u) /^jv^^-ym. T^ys. yf^/i^T^/S. i>y^/uT^y 
^j:r.^;vr \ T-fe^/i^T^yS^ y 5"/w;5^/u*;::i/i'T 5 y y^/u 
y >wS^ y ^ T 5 y y 

r;//i'-rD:^^e)iifitvS 1 75^5{|icDg^SX*B^^$tLT'bJ:V^C6-14 T y 

2-•:^75^/^y 5^/wS> ya^:^^jv^. 3 -7ai=/wyp tV^S, 2-:7ji=>'.u 
T'ofcVwS, 3 -7/u^p^:/i^/v£, A-y;v:irn^yj/v^. 3-^pp^ 
:/5^-'l'Sx 4-:?' P P'^^/i^^/l/S, 2, A-^Ji^ nn^y^^/vm. 3, 5--^^ 
pp^^^v'/i^S, 4 -yp^^i^v^/uS, A-=^Vvi^:yV';v^. ^y-^y^v:^ 
P^^^i^/U£, 4-y 4 - t e r t -T'^^/l^^^v'/WSx 2- 

h y :7 7b;^p y f-7i.^:yv?/u£, 4 - :7yv::j-p y ^yu^^-v^yu^, 4- (t 
KP^vy^/u) ^:/v^/V'S, 4- (y b^v'y^/u) ^^^v^/i^S^ 4- (2- 
;i(7/^2i?^v//^^f■y^) ^yi^/v^^ z-:fj;VT!^^-y;v^yV'jv^. 4 -j^&yi'Ji?^ 
v'y^^:/v5/U£, 4-y h^i/^i^v^/VS, 3, 4, 5 - h y y h ^ i/^^^v^/l^ 
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T ^ y ;&>'i'#'=^v) ^^v^/^S^ 4-7<f'/^;^/^*=^/^^^v^/^S^ 4- (T-fe 
-T5 y^i^v'yi'Sx 4-i^^^/VT5y-<>'v'/i^£. 4- 

T$y) ^vv'yuSx 4-p<f^/i';^/u7>f =/i'^>'v^/^S. 4-r5y;^/^*^ 

/U^^^v'/WS, (3 hn-4-;^ h 'Sr 3^ ?^^/i^^Xit (4-^ hn 

py:/m^J^=^ hnSx ±IB;t^0^g^$i^Tt>«tV^Cl-6 TJl^^/l^mi. -(c 
H,)t-COOR'", -(CH2) t-CONR'"R'". - (C Hj) ^ - O R"^'. -(CH 
2) t-NR-^'CO-R'". -(CH2)t-S (0),-R'«X(i-(CH2)t-S02-N 

FcJ^Vl'— 7"D;0^b^{itb5 1 TiiiS^OE^ST'gJ^^tLT^ J;V^C6-14 T U 

'✓^/i^Ss 3, 5 n a^:/i;?/kS, 4 -yp^^>'v'/V'S> 4-=hn^>' 
v'/t'S. 4 ^yV^V idyl's. 4 - t e r t 2 - h U 7 

/v;^p 7( f-/l.^>'-:;'/uS^ 4- h y 7>'^;^-o;^f-/L'^>'v>/V£s 4- (t Kn^ 
v^p^f-/^) ^^/i^^i^S. 4- (p< h^v-y^/v) 4- (2-;i;;u# 

dr \/jV3^=f-;v) ^ >' >?yvS . 3 — /i^^^' ^ v'/i^^ >- v^/wSs 4 — /w^' ^ v'/i'-^ 
^^v^/uS. 4-7^ hdf^v'^iyVyvS. 3, 4, 5- m; h=¥i/-<:/v=/^S^ 4 
-j^j/w^^^/u^i^v^/i^S. 4-p<5^;Wf^;t^Vv?7i'£, 4- (v'^^^/i^T^y 
;^7/U7}?::^/u) ^>'>;'/^S^ 4-;?<^>'^;^>'^>^=>'^^^^v'/^S^ 4-T-fef^7i'T5 
y^i^v=/u£^ 4-;^^/^;^/^>'^c:^y^'<>'v'>'^'Ss 4 -T $ / ;^>'i'j)^=i7^^>' 

l-er/l-'^r/l'Sjs -(CH2),-COOR'^ -(CH2)t-CONR'='^R''='\ -(C 
H2)t-OR'"X{i-(CH2),- S (0),-R'''T'fct) s ^W^\^\ty ymMl-. 
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if^i>^^y,\yaL-f-)V^^ ^h=¥VS, ^/W^^'f/l^S. ^f"7U^;a-S. i>;<^/UT^ 
tt^i'^Ii^. pt'^/l'Sx t e r t->^^/v£. ;&/Uj}?:^v/>'V£. p< 

1-6 Ty^=^r /US J ±IE^ft<^ r^xPSCl-6 T/U^yugj }6U75M5{g<D 

B^S-efiJfe $i^T^>J;v^t><^-C&l?. Mg^O^x n ^ C 1-6 T /Udr /VS ^-^ 

v^y-4-'i'/up<^/uSs 4-t°y v=/Up<f-yu£, k°p y ywy $ 

>'UK> 2-;^df^f->/y/i'p<^>'Ufi. 5 — r y^T:/y/^7<f■/^£^ 2-^5^/u;^ 
dp■^^>/-/^-4-^/^p«^/^S> 2 -f^-T^ y /Up? ^/u£x 4 -'f-Tv^y /u^f- 
>'^S^ 5-f-Tyy>'M5^/uS. 2-7<5^/u^Ty— >'U-4->i'/U;<^/i'£. 2 
-7«f^/U'?'Ty— /U- 5 -'T/U^ ^/US. 2, 5 -i^T^^/Uf^-ry-zU- 4 
/Ut^^'/uS. 4-p<^/u^Ty— /u- 2-^/uy^/uS. 2, 4--v^y^/U5^T 

y-/u- 5 --f /uy ^/us. 2-^1' y^Ti/y/up^^/uSs 2 - t°P y 
/u£, t:°p y v'^/ut^ ^^yus. y v'/up^ f-yuSx 4 - y v^^u^ 
1 -^^/uf^y v?>'-4-^>'u^^/i'£, 4-fc Kp^v^t°^y i^y y^/uSx 

3 -fc Kp^v^I^p y t^^/Up<^/u£x 2- (4-t KP=^v^t:°^y v^y) ai^ 

/uSx 1- (t e r t~7^h'3^>:/:^;/W7i?=/u) t'^y ^;'>'-4— f/w^^/wS. 

1 -r-fe9^>'ut°^y v':/- 4 f'/i'S. 1 -7<5^/i'^>'v*^=/'ut'^y v^^^ 

^) =^)V^=f-)\^^^ 1 h7 t Kp t°7=>'Up«f->'vS> 2 -=3ry y ;u^f^yu£, 

-^XPg$|5^a<t LT0*L<{i. 5M^^fi6MS^ *ST-fc5'^7^PSST- 
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1, 3, 5 - h y T t-py/i'S. e^i/y/us, ^ 5^:/y 7v£x 

1, 2, 4- hyr/y/i'Sx xh^yy^^s. ^^c^ykS, :7y;us, ^^-y- 

y;uS. t'nyi^^/k£, f^yi^y^Sx ^/w*: y ^/v-S^ f- 

L<{i±IB^^<^ T/ND/^'VJ^^j, ±|B^a<^ rci-6 T/i^^/^Sj. ±15^^ 

r/Nn^:/^bci-6T/i^=^>'W£jx ±ie^^(d rci-6 T/i^;^7y-r;i-Sj, -(c 

H2),-COOR". -(CH2),-CONR"R"Xfl-(CH2),-OR"T*feSo 
7^ciSlci-6T/V'ar/Hlj i:L-r^f*U<{ix 2 - If y i^/i'^ f^yuS. s-ify 

v^/W p« ^/l^Ss 2 - ^ n P t° y 4 - ^ /l'^ =f-)V^. 4 - t° y i^'/V^ 

t:°^y v^>'-4 --f/l-T^^/^S. 1 -p«^/Wk°^y v^>-4-^/U^9^/^S. 2 
- .(4 -t Kodrv't'^y v?-/) 3if-/uSx i-T-t^/i-t°-<y v?:/- 4--1'/^ 
^^>'^S^ 1- (t e r t-yf=3r-y';!7/U2t^^=/v) t°^y ■^:/-4--i'yu^^yu 

^ ^/i^Sx 4-f'T>'y>'i'p< f-jv^. 2 - p< ^/i^^T y y - 4 - '1' 

2, 4-v^p«f^/^5^TV'y >'-5--</V^f->'WSx 4-7<^/^^T>'— /V'- 2- 
^^^^^>'^£T'fcSc i^l-i?*L<H. R^^McioV^T 2-t:°y v'/Wp^^/vS. 3 
-fc°y v'7>^5^/V'S, 2 a P t°y V*:/- 4--l'/V^^>'^Ss 4-t°yv^>'^7f 
f^/i'S, f^y v?v-4--^'>'W7{f'/wS> 1 -^f^/wt°^y v':^-4--i'/w^f^ 
/WSs 2- (4-t KP^i^f^y v^/) 1 -Ti?f"ywt°^y v^^'- 

4-^/v^f"/wSx 1- {t Q r t-:f V^%/:^j\^ifs=^j\^) t'^y v?:/-4— r 

^yi/^ryy y- 4 --f/i-Tf ^^/I'S. 2, 4-v'^^/i^^Tyy y-5--i'>'^^ 

Tfi 2 - tf y R'"SU«R'" j3V^T^* 4 - if y v^yU7< ^J\^&RXf 
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tfo ^fi^S«x ±IB^/v— >^D ((a)7!/M(q)l-^$tL5B^S) *^f>S«n-5„ 
i//u-yDi bT:ir(*^6<)(j:«:> i^mi^^^ 

t^rys. p<^>'ws> .^f^/i^s. T'Ptvus, -ryrof/ws, t e r t-'^^ 

5 y ;*yu#::^>'u) y f-yw;e-:ar^xs^ T^ys^ y^yi^T^yS> v^y^yuT^y 
v^ji-^/vT 5 y T-fe^/uT^ ys. y f^yi'^/uxh^yi^T^ ys^ y5^>'^ 

^/UT 5 y y^yu^^/us, v'y f^/uT 5 y ^/^*:=/uS/55^ff biX'So 

2 P P fc°y v^:/- 4 -^/uy f^/i'S. 4-t°y v^/uy^/uSs t°py 
7uyf^/wS, ^tj^y y/uy ^/wS, 2-f^3i=/wy 3-f"3irL/w^f^ 
/w-S. 2-7y/uy^/v£, 2-;*-'3E^f-/y/i/yf^/^S. s-^r y^^r^y/wy 

2 -y 9^/u;j-drf-y-/u- 4 --f/vy 2 -^'ry y /i-y 
4-5^Ty y/^y^/uK. 5 -^^ry y^^yf-zi^s, 2-y f-7U^Ti/'->'W'-4 
-^/i/y 2 -y ^/t'^ry— /i^- 5 -^/uy 2, s-v^yf^/^ 
5^ry— 4 -^yi^y f^>'i'£^ 4 -y ^yu^^ry—yi'- 2 --fyi^y 2 , 
4-v'y ^/I'^ry— /V- 5 -^yuy 2— f y^^ry y/uyf^v'uSx 2 

_ t°D y ^/uS. If p y v'^/uy f^yi^S, y v'/uy f^/uS, 4 - 



132 



wo 03/000254 



PCT/JP02/06405 



v'y 2- (4 -t Kndrv't'^y v^y ) Jif^y^S. 1- (ter 

t h y^/1?:=-yi') 4-^ /i^/^ji^^. i -T-fe^'/i^t'^y 

- 4 - /^ p< i - ^ /utIn ^/u y - 4 - ^ /i^p* ^y^S, 

t°^7 v'=yi^;< f^/wS. ^/u^J; y y 7« ^/^S. ^;t-=E-yU7f; JJ ^/u^ f-zu^^ 1 - 
7" h 7 t Kn f7^>'^7<^/^Sx l-'fy^r/ y/l'^f- 

m"Cfc5^xoiiS-efc«?> mH^m^ii. n'Vi^^^m. fc•'7v?=;^S^ t-y^v? 
f.y tJ^v^n/i-S. 1, 3, 5- h y Ti;^=yu£. fpy;uS. t-y^y 

/VS. 5 ij^y y /VS. i, 2. 4-hyTyy/vs. T^h^yy/vs. 
/vs. 7y/vs. ;r^f-yy/vs> y:^=¥iJ-y y/vs. ^ryy/vs. 
zyy/vs. ^^Tv^ry y/vSs t°nyv?:^/vs. t°^yv^/vs. t°^7v^^/v 

S. ^/VTjs y ^/i/S. ^;?[-^/V:!^y ^/vSXHx t Kci t°^zi;uSX'fc«9. 
T/v:3f^/v$p{£i: L-r0* t<{il^^^i:?!;ii4©iiL^(^T/v^/vS. #tz:yf=-/v 

rg^$tbTt>J;V^Cl-6T/VdE^/VSj. -(CHj) t-COOR"". -(CH2)t 
-CONR-^^R'^^ -(CH2) t-OR'^". -(CHj) t-NR''''CO-R''2\ -(C 
H2) t-S (O) ,-R'2'3lJi-(CH2) , - S 02-NHR"-«l?fcS„ 

7^nSCl-6T/Vd!^/vSj i:tT^f*U<«. 2 - b' y i;'/vy ^/V£. 3-fy 
i^/Vp« f-/vS. 2 - n n f y i?:^ - 4 - /v^ 5^/vS. 4 - f y i;'/v^ ^/vS. 
tfxy ^;?^^-4-xf 5=-/vS. 1 -/^/vf-<y i;?:/- 4--r/v;<<^/vS. 4 

- 1 Kp^v't°^y v'y y ^/vs. 2 - (4 - 1 Ko=3riyt°^y v'y ) ^f^/vs, 

1 -rir^/Vt°^y 4 -'I'/vy f-/VS. l- ( t e r t -^h:3ri/;*/V# 

-yu) i^^yi;^:/-4 — T/vy^/vs. 1- (y ^^/v^^/vtIn^/i^) t'^yvf:^- 
4-^/vyf-/vs. 2-5'Tyy /vy ^/vs. 4-^T)/y/vy^/vs. 2-y 
^/v^ryy>'-4 — T/vy^/vS. 2, 4-vfy^/vf'Tyy :/-5->i'/vy 
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4 -^f=-/Uv'^ P'-^-^v'/l'Tf 4, 4 -v^j^'f-Zl'V^^ 

i^/W^ 3 , 5 - v^p< f-JUiy^ P-^df^v-yU-;;? ^-'l^Sx 4 - t e r t - 

;U-y^ 4 - t K p =^ i/v-^ P^^^rv'/W^ 

^v'v':^^ P^^v'/U;<f^/^S^ 2, 3, 4, 5, 6 --O'^J' p v-^ p ^=3f^ 

:3^^/WS;2, 2, 2 - MJ > P P^f-Zl^S. 2 -ti' P PJ^^/l'Sx 2 - ( 
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h^i^^yi:^ji-m. 2- (9. lo-v'^^'^y) r^^;^ y /^p<'5"y^a^©BI^-< 



— Y-(^^B^(Z)w 

G\ G\ G^S.U^G^<b L-t»^L<f4. ^fl^'fl (C-R'). (C-R=^). (C 
-R') St/ (C-R') XhV. G'tLXBi^L<itmm}^^Xh^s G\ G« 

M^^i: LT^* L< G^:as (C-R^). ;6^oG«:&Sj^^J^^^-cib <9 , 
»^L<tt. G^;55 (C-R'). G'iiS^mj^^x d*oG=:6S^m^-Cfo?). 

m^v<n. G^i)^ (c-R^). G'ib^i^mm'f-. G'ni^mmm'^. t^^ctmm 

-^it ill RXJ^ [11] (D 



«^3:fcv^-C^^ L< (t^ G^75iiG»<7)9 l75M4^;65^*M^^■^•fc5t>0■e 
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R' 




-cooR'\ -conr«2r''\ -so^r" (^ls■i•f4^^rfB;ta<^iit)o)^ 

--t^p^Sj T'fcD. L< (i;^/^^!?^^^/^^. - C OO R'» S O2 

R'^X'h^s Hi-^?^ L< «:i7;i'7K^i/;WS3?.fl-COOR'"T*5«9 . *^$f^ 

R'';$S;^7/^;J?^>://uS3<:i4- CO OR" courts R\ R^XitR^Oi^^-ftit^— 
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^K^yv/i-m. 1, 2, T^h^yvj^m. 'f-:^^^ 

t°y^v?^/vs. 1, 3, 5-h])ri:^=-/\^mxnf-Tyvji^mx^h^.w 
\L»^L<n. y^=^/um. t°y v^/usxtt9=-Tyy7uS-cfci9. ftt>^:^L< 
7 31 ri/usx (4^ T >^ y yi^s-e 5 o 

Y^Cj^V^T$f^U<«s -(CH2)„-0-(CH2)„-. -NHCO2-. -CO 
NH-CHR'"-, -(CH2)^-NR*^^-(CH2)„-, - C O N R*^''- (C H^) „ 
-0-(CH2)„-CR''*R''^''-(CH2)„-X«-(CH2)„-NR'"-CHR"'5 

- i^u^-(D^mnmm(Dm^ o) x-fco^ 3€{c^^l< -(ch2)„-o-(c 

H2)„-Xtt-0-(CH2)„-CR'"R'"-(CH2)„--C*)l9. b< f4- 

(CH2)„-0-(CH2)„-T'fcS„ 

lCjJ*U<«0, lX{4 2.T*fcS„ -(CH2)„-0-(CH2)„-^^*3V^T3E^^:^ 
t U< f4m=n = 0^L<(4m=0/{i>on= l-C^5•9^ ^t>$f*L< «m=0;6^ 
on= ITfcSo ■^fc-0-(CH2)„-CR•^''R•"-(CH2)„-^^:3oV^T3!^C^if 
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^b<{lin=n = 0. m=Oi)^^n = I. m= 1 d^o n = 0^ L < ttin= 1 :6^o 



(CH,),, 



t fc ^ B ;as k- y V? :/ - 2 - ^ yu£ i: L T Y Jc^-^-T ?>t^. z\t\i'^) i^jv^(D 
;iSf-Tyy/v£oi:#(CH2)„.-'t)*fc5^{^fimi-5r irmt L<. 





(Z)w 
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<7)Hi^ST-g^$tLrt) J:v^c6-14T y-zi^Sj xn ^ i^^i^-^D-^^bmitti^ 

H(-^ftL<«±BE^i§(^ fy^^^ym^i. =hDS. ±BB^^(Z) rgm^ti 
Tt>ctV^Cl-6 T/W=3r/wSj, -(CH^) ,-COR"\ - (C H2) ^ - C O O R'"^ 
- (CH2) t-CONR-^R''^', -(CH2) t-OR^'^N -(CH2) t-NR-^'CO-R 
-(CH2),-S (0),-R''2«X{i-(CH2)t-S02-NHR"''\ ^V^(i-ei^ 

b r-fi^ $ tiT t> J; V > c 6-14 T y -/U&X fi^T^ n h 5 o 

LV^^^iTs C6-14Ty— C3-8i/^PT/l'=ar/uS> C 6-14 T U -/l^C 1-6 

v^ryS. T^^/VS, 7°ntVwS, >f VT^PtVuS, t e r t- 

•f'f-J^^. h V y/]^yi- P ^ ^/i^S. t K P =^ v'^ 2-1: K p dj- v^o: ^/u 

T^y t Kp^v'T5:y;!57/^3ii?-/^S, 5: y ;&/^#:^/^ 

■T'p if/uT 5 y ;*/v.7j?=>'>£. y^^p tvi'T^ y j^y/i^^^/i'S. zf^}\^T 
% ; ij )vi$.z:.)\^-^^ -^y:/^/vr ^yi^/WTj^^/wSs t e r t -i/f^/wr^ y 

(4- t Kp^^/^^/U) y ;«7/w#=ywS, (l-tKP^^/'T* 

p/-?^'- 2 --f /P) r 5 y (2, S-v't KP^^rv'T'PtVv) 

y (1, a-v'b kp=^v':/p^-^°^- 2-^y^) y jj&^i-^'^/w 

y h=aE^v'T 5 y ;^7/l-#=>'l-S. {2- [2- (y h=¥i/) a: hds^i/] .3i5^;u} 
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KD=35^v'j:5^yv)T5/;^7/V3iJ^:^yvS. (2-1: Fp^^/- 2-p«^;v:;^p^-^:/- 
^yi^;*-^v'S. y-si^^y^;^^^^^. 2 -^f y^:/x=^>'U:*-=¥'>S. 3 — (y 

^drir^;P;a-:3f VS, 4 - ^ ^/W- 3 = 2-7°nt°^-'^^ 

^jv^T?.ym. i>p«^y^T$yx. v^^t^/i^T^yS. r-t^yi'T^ys. n- 

^/i^-N-rT'p f/v-T^ ys. N-T-fef-v'^-N-^y^'ptvi^T'^yS. n- 

r^ys. e'l^-f KS> y^^n tvw;i7/U7}?;^/i'T5 ys. yyf-/^;(7y^7K- 
/^T^y£^ t e r t y (jc^/i^r^y) 
T^ys. (-fy7'pt'/^T5:y) ;«;/U7i?-/i.r ^ ys. (v't^^/ut?: y) ^ju 

jj?r^/UT5yS, (4- t KP^ev't-^y v^y) ;«;/Vjj<::i/UT 5: y [ (4-1: 
KP^-^i^^y i^fy ) :*;>3l?=/WT$yS, [ (3-t KP'^f^vfp y 

^^/W y^^/i^] :^>'W7}?^/wT 5: y y f-y^;^>'V7}N=/L'T^ y S^ 'i'y:/ntvu 
;^/u;Jn=/L'T5 y N- (y ^/i/^^/i/^-zp) -N-y ^y^T 5 y n- (^i 

-N-y 5 y £^ N- (-f y7°P tVu;^/!^*:::^/!^) -N 

-yf-yur^y^^ n- (y^^/v^/UTiNi^/v) -N-^^^yvT^yfi. n- (y 

^/i^T ^ y y f^>'^^;^■£^ y f^/i'^yi'xK^^/ws. >r y^^p t:vv'^/u*:::^/us. 

y ;=^/i//}^^/^s,y ^;uT5 y ;^>'i/*=/uS.i/y ^/i^r 5: y ^/i^/js-yi^s, 
>f yy'p tVuT ^ y ;^/i'/J^=^/V'S> t e r t -y'f^/WT^ y tK 
P^v^T^i^'yS, 3-y/V:tP7cc;^yv£, 4 -7yl';^P :7 o::;^ 

/I^Sn 3 -rJ' P P 7 4 P P :7a:^y^£^ 2, 4 — V?7/l';^P 7 a: 
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ri/l^S. 3, 4-i^yjl^^uy:rL=./U^, 3, 4 -v^iJ' P P 7^1— yVg, 3, 5 
— v?^ D P :7 3iz^/L'S:, 4 P P — 3 — :7/l';^P 7 4— ^PP— 2 

-7/V;tP7i::i/vS, 4-yp^7*^>'^S^ 4-= h P^cc^^/VS^ 4-i^ 

73::^/US^ 4 — < y:/p 4 - t e r t 

2- h y 7/l';tP>'^>'l'7:ii;^/US, 4 - by 7>'U:tP7«f^>'V7i::^/VS, 4- 
(t KP=^r->^f^/W) y:c-jum. 4- (2-t KP=3ri/3if-;V) ^aiziyUS, 
4- V^iy ^^'f'J^^) y ^=-JV^, 4- (2 -;*/U7j?^v'/V:ii5=->'^) y:i.^/i' 

4-;{7/U2i?=¥v/yi'7 3i=/^Sx 4- (p< h ^■^;«7/i'/}<=yu) ^ai^yt'S, 4 - (n: 

h=^rv^*>'V^ = yl') ^ai^yUS. 4-;i(77W^^>('/l'7ai::^>'l'K. 4- {i-f-)VT 
% J -it )\^if^^)V) ^cc-ykS, 4- yyp tWT 5 y 

4- (i^^^/WT 5 y ;{7/wxK:=^/u) 7 4- (i>^5=-/^T 5 / i;/^ 

y:s,=.)Vl^^ 4- [(2-t KP^i^J^f^/^) T ^ J -Xi )Vif^=^jV\ y z^.^ 
>'^S^ 4- C(;«;/W7j?dre/'/k;^5^/U) T % J fH\^if>^^fV\ y 3lz:.)V^, 4-t Kp 
^-yy Y^-yy 3, 4, 5 - b U ^ h 31 =71^ 

4 h^i/:7 3i=/i'Sx 4 -T'p t:'>'^;^^v'7 3i=>'pS> 4— ryypt" 

3i:^>'^£v 4- ( 2 -'f y^:/-r 7=t — 4- (3--<y^'^f- 

-t^^/u;^^:^) 7 3i::^yi'S> 4- (4 3 -^:/7':^yU;r=^v^) yctc:^ 
)V^s 4- (2-7'P l:^:^^^:^-^^^) 7 4- ( Mi 7/W::tP -?< ^>'V:t 

de^/) 7ji=/i^£^ 4- (t Kp=^i^7<'^>'V:t=3E^v^) 4- 

^Jfv-] y3i:::i/WS. ^ -T % J y zc.:^ )V^^ 4- (^^/VT?:/) ^ai^yUS, 
4- (v=^f^/WT 5 y = £,4- (v^^f-zl^TS: y ) 4- 
{j-^^iVTX J) ya^=^jum^ N-T-fef^/U-N-7«f^>'^T5:yS, 4- (N 
-r±f-yl^~N-/'f/UT^ 73i:^>'l^Ss 4- (N-T-fc^/l'-N-ac^ 

/WT^y) 4- (N-T-fe^/l'-N-T'P t'/WT^ y) ^aii^/Wg, 
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4- (N-Tir^/l^-N-'Y yyn lf/UT5 y ) :7 3i=/t'S, 4- (N-^5^/U 

4- 4- (y ^/u;^/!^^!^::!/!^) :7 3:=yi^a, 4- (y 

f^yu:^/u7>f ^yu) 4- (T ^ y ;^/vjJ^=/i^) y 4- (y 

f^/i'T 5 y ;^/i'jfc=yi') 4- (v'y y :^>'V'*;=yi') 731::^ 

/VSs 4- { \ Q X X.--:f^)V7 ^ ; 7^)\'its:^}V') = 

^ji^^yuS, ^:^v'y^;<^:¥v^S. 4 -7yv;i-p^:/v'>'U^:3f^ixg, 2-:^'pp 

4 - t e r t -:/^/U^>'v^/U;^-^i^S, 4 - MJ 7/k;d-p y ^/U^>'i^/l^;d-:3|r 
:7a.;^;^y^;<^^vS, 2 -'^Ty^ ]} /i^m. 2-f Ui^'/u 

3-t°yi^/VS, 4-t°yt?y^S, 5 
-7;U:tP t'y -i^:/- 2 -^/um. 6 -iJ' P P t°U v^^-- 3 6 -y 5" 

y£s 2-^:¥y i^i^- 1 — r/i^s^ 2-;^:3ry fp y i?^^- 1 --ry>s> 
2-'r ^yv^y i^- 2-'<yus, 2-:t'ary^ 5^>/y v*:/- i--ryi^s. 2- 
;d-=ary;e-^1^y y V?:/- 1 -^I'/i'S. 2-yf-yi'f^Ty->'i'-4--i'yps, 5- 
y ^yi-5=-Ty-/u- 2-^/^s, 2-T^ y^Ty-/u-4--i'/vs. s-yf- 
/w-i, 2, 4-;^^f-v'Ty->'v- 5--ry^£. 1, I -i^^^^y^ y^TV 

yv^V-2 — fyUS. 4, 4-v?yf-/U- A2-;^dE^-f^>/y i^- 2->t'/US, 5 

p p^:?}-7 3,:/_ 2 — {/u^^ 5 -y ^/i';^^f-y— /u- 2 -^yi'S, 5- 
;r^y-A2-i, 2, 4-:i-^-t^JTyV ^^-3-^ ;um. 5-;r^y-A2- 
1, 2, 4 -^Ti^ry y i^- 3 -^/W£, 2-^^y-dH-l, 2, 3. 5 
-:t=Srf-^Tv'Ty y >'-4 -^ /US, 4 - 1 Kp^v^t'^y v>y y ^/l-S. k° 
^y v?y :*y^7jKzi/k£, 4-t KP^v't'^y v'y;^;/W^'=yuS, 3, 4-v^t 

Kp^v-t'-^y v?y :;{7yvxj?-/uSs i - v^^/w;^7/W3j?^/uS, i-t°py 

:7j:ydrv'S, 2, 4-v';J'p p^cny drv'S. "T b 7 t K p =71-;^ 
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^/WpJ ^7^;tdrVS^ 2 -p<^/U^Ty y :/-4 -^7^;^=3ri/S. 2, 4-v'7< 

5^/l^;t-'ari/S, 2-7«^/^^T:/'-/W-4->l'>'US> (2-^f-/Uf^Ty— /W- 4 
— f/^) ;<^/U:^^-y&. (2, 4-^;^^^/^^T'/— >'l^-5--i'/P) ^/U;^-^^ 

3 , 5-y^ u u^ypji-T 5 y S^ 4 - h y 7/W;^P ^ ^yu^^/v'/i^T 5 / 
2-t°y v'/uyf^yl^T^/S. ^^i^^/l'T5yS> 4-^ n P-<^^)/^/UT5 

4- h y >'/v;^-pp«f^y^^:/v''i'/vT5: 3, s-v^^j^on^vy^ 
7W5j?-7VT ^ y 2-;tdr-y-y y ^7^T5 ys^ 4-t Kp^ixf^y v^y>^ 
N-^vv'/u-N-T^^^/i'T^y (4-fc°y v'/^y 5^/v)T5: y * 

/U7j?;i/VS^ (i/^ U^^'yjuy'^/U) y 2-t KP'Srv'Jif- 

>'U:^^i^S. 3 -t Kpdei^yp tVV;^^^/®. 2 - y h iX^: hd{^^/S> 2- 
(2-y hdri^o^ h=ar-» 3: hdr>>S. Tif 5"i;'=/W;&/t'>J?=/I«'S, 3-fcKP 
^^/'f P y >^r^/^:^7/vzK:^/^S. 3 - t Kp=^v'e^y v'y ;;(7/^jK::^/i^£> 4- 
h h^u^iy\i°^]) iy/ yt]/U7^=L/um. 3, 4-v=t KP=3ev't°^y v'y ;(7/U73^^::^ 
4-y h^Jpi/t'^y i;?y ;(7/^;J?=/vS, 4 -jit/yu^j^^v^f-iy v?y ;t;/U;J? 
4- (t Kp^i^y ^>'^) t°^y v^y ;^>'i'2i?=>'^Sx 2-:t=¥yi^^y 
v?y :<7y^^-/uS. 4 yf^y v'y;«7yU7l?=/i'S. 2, e-v'yf^yuf^ 
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y v'y 2, 2, 6, 6-y'V7/'^Jl-if^Vi^y,^Jl^t^=^J\^m. 

2, 2, 6, 6-x h7^5^/^-4-k Kp^ixk°^y v/y;*;^^;}?^/!^^, i- 
;^^yf-:t^/^3t;y ^-4-^/W;?7;V/l?^/vS^ 1, 1 -'J:i-^y ^:^^/\^yis]} 
:/-4 -^yw^/UTj^r^/wS^ i- (y t°^!J 4 -^f /WT 

5 y :«;/UjJ?=yuS, 4 -y f^yuj^/ujfc^/i'f-^y i?— >'i';t7 7U2j?=;u£, 4-p«^ 
/Hf^7v?=>'^;^7>'^#=>'^S^ N, N-f:^ (2 -t Kp=3^v^^5^>'U) T K J 

D :/5^/^T 5 y v-:^ n^^v-ykT 5: y 4-fc: 

Kp^v-iXi? u^^^yji^T% y 4 -y ^^yW^T)/-/^- 2 -^/w 

y^/WT^y ;^7 7W7j?=/i'S, 2-(4-t KP=3ri^t°^y >?y) ^f^yU;^-^v^S, 
2 - b' y i;^/wy ^'/i-T ^ y ;!(7/W3!j?=/i^3£. 3 - f y f-)vr ^ y ;i{;/uz)?=/w 

N-y^/w-N- (4-fy i^^/uyf-zP) T^y:;!;/!^;!?^/!^^, i/^j'P^^^r 

4-k Kp #i^k'^ y v^y ;57yi'?K=i/vy 5^/^;r=¥i^SXft 

4 - y f^/i^5^T y-zi^- 2 - /i^y 5^/1^;^^ i^s-efc 60 

-f/wSs yf^/WT^ y ;«7/U7i?^yu£, >ry:/ptVi'T5y;{;/^3iJ?-/u£. v^yf^ 

jvr % ^ iJfVif^^^iV^^ V=c.'f)VT % J 13 /Vif^^jV^^ (2- t Kpdrv'/Vzc^ 
7V) y*/w#=/i'£> {•)J>vif^^i/jV:^f'jv) T =^ J l3)Vifsz^)V^, y 

2 y^^x^/^;^^^v'S^ 2 -yn t°^/u;e-:Jri/£. y^/w^;^Ss y 
^/wT5:y£, v>y^/^T5:y£. T-fe^;vT5:ys, N-r-fe^^/v-N-y 5^ 

T^ys^ N-r-fe^/i^-N-^r y:/p tvt'T^ y£. n-^^^/v;^/!^?!?^/^- 

N-y^/WT^ySx N-^^/U-N- {=s^^)Vi3jVif^^)V) T%J^^ y^/u 
;;^yW7f;:::/WT 5 ySx y T % J 7- v'y^/l'T^ 

y ;x.7V;Jn:x/vS^ t e r t -^^/^T 5: y y./>*;^/l'S^ S-y'/U 
itP^oi-zl'S^ 4-:7yU;<}-p7 3i— /VS, 3 -^^^ P p 4-i:^cip 
^ai^s/^S, 3, 5 -v^^ O P731Z17US, 4-ri hP73^=/WS^ 4-y^/W 
:7 3i=i/wS^ 4 - t e r t -:^'^/P7 3i=/l'S> 4- h y 7>'U;t-py ^/l^^oin 
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v'S^ 4-:{'P n^>'v»/U;i-drv'S. S-t'Uv'/US, 4- 

eyv'/kS, 4- t°!; 2-t°^y v'/U^^/W;j-^-i^S, 3- 

t"^ v| f-yPxT^ri/S. 4 - y v=/^p« ^/i^;^-^v^g, 1 - p{ f-yut'-^ U 

V'V- ^-^ 1 -T-fe^^/wt"^ y v'ix- 4 -'I'/^t^ ^>'U:t=¥ 
i^Ss 2-i5'Patf'^y i;'>'-4--f/V^f--'l':^'3rVSs 1- 

/V) t'^y v':/-4-'i'>'i'p«^/u;d-^v'^. 2 /i'- 4 --fywS, 

(2-p<^>'U^T>^->'^-4 --f/u) ptf^/w:^^!^^/*, (2, A--J:^^;V'f-rV 
— /k-S-'T/w) 5-7'^7yy/^£^ 3 - 7>'W;:^-d ^>'y-i' 

- tfp y v^=i;k;^7/U7)s— /^S^ •=e-;V7Jn y y ;<7/Vy3^^::i/vS^ 4 y — 

A^^^^'^.^mmsi: u-cft^^^ t< 7 m^j^^> y^/i-s. t 
yS> y v^y f^^ur^ y t e r t->^^/i^T 

>'^£^ 3 P n73i::^yUS. 4 P P :7a:=^yl'S^ 3, 5 -i^^ P P73ir:i 

/I'Sx 4-y f-7^:7 3::^;uS, A- X & X x-^^)vy a^^)V^^ 4-hyyyu 
;^py 5^yu:7 3i— yi/£, 4 -:^/^#>ixy^7 3^-/v£. 4 - y V^-yy :s:.=-}V^^ 
4 -;{7/w^^-l'/^7 3i-;i/S, 4 -y ^>'U5^:t7 3i:^yi<'£, 4- (v^^^/i^T? 
y ;&yi'7j?i^/u) ^a^^/i'S^ 4 -y ^/v^^/i'xlN^/vy 2-;i-^yifp 

y t^y- 1 ->r/^s-c$)5o 
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[ I ] {-i3V>T. Xj65 
— Y-fBV(Z)w 



^fc. rMmJbfl=^^tT.5^<D:^j tn. ±15-^^ [I] CII] X-m^fi 

vym. j^^t:^mm^(Dmmm;Xiti^^^m. -^^ym. ^^'^m. y 
it-^-i^^i^^M,. :^mitry^=-'^j^m<Dmm^&;xi-t?^f-^i^7 5.y, '^=^^ 

±fB-^^ [I] 3Z.fi [11] -C'^$n5^b'^#JJ-*5V>-CH:. 
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mmm. ^mm. m&m. mmm. ^mnk uwm. t^mm. %im. 
^^n. -a-^^Jx n^mnu m^m. mmmmm. tcommnam. ^i^^ 

M-g-LT. s^fef^i t)^;^]. 3tL^j. tic^ij. ^^ij. m>iU. Wi^ 

;^7"-fe/Uj|iJ, hP-^^J, jLT-y-^/u^ij, 3iydr-^/>^J, ?Lj^J, 'yxi-y 

mWk. ^^<Dm.W^^t^fz.XX^^XViCVii^m^^^Xi(6h'fm'ik<0^ 
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7W>^omm-iiJnS:«);i5fc*t)lJ:'bam*5»J#-et5oHCV- I RE SPl^^J. 
HCV-NS 3:/P7'T— g'M^J.HC V-^NS 2NS 3 r T— ^ffiW^k 
HCV-NS 5 AREW^J, H.CVTKy p< 7-ifPt#^lJi:<D2^J^VN{i3^m±0 
Wffl;d^^{f btU.-eSjx.lf. y/N't-y ^ (R). -r^i?-7a:P>- a (I FN- a. 
R o f e r p n (R)^ I n t r o n A (R)^ S um i f e r o n (R)x Mu 

1 t i F e r o n (R)x Inf ergen (R)^ Omn i f e r o n (R)^ P 
ega sys (R),PEG-Intron A(R)).-fi^^ — ^ctU^'-jS (F 
rone (R), Rebif (R), AvoneX(R). 1 FN 0MOCH I DA 

(R)). 'l':/^-:7 3iD V-o). 1 - jS - L- y 7j<7-7/ 1 H- 1 , 2, 
4 - b ]}Ty—/\^-3-:Jtj/U:^e^'^^ h\ 1 6 a-:/n^-3 j3 - t h^u^iy- 

fc Kp^p^^ h\ HC V y JKif-r AH e p t a z yme (R). ^Ky ^n — 
^{4^0 ivac i r (R),7j5'h73iy:^GPX-400. (IS, 2R, 8R, 
8aR)-l, 2, 8- h y k KP=3rv':^iJ'^t Kn-f ^-Ky v'v'::^!>A 
y H\ HCVUi^'fy (MTH-68/B. Inn i vax C (R), Enge 
r i X B (R)), r>5"-fe^;^;^y KlSIS-14803. H 

CV-RNAfe¥^^|Ja*^JVP-5 04 0 6. x h 7 ^ P P x;* v' K (i^ 
^^Ox ofer in (R)). (S) -N-3 - [3 - (3-p« h=¥v^-4-;t^ 

1 H--1' $ [4, 5-c] y 1 y^5'-P>('df- 
:/-2 (P-roleukin (R)) , -f^ ^i^'^ a I ^ t O^m^mf bi^^o 
(R) ttmn"p*-efc5^^<lr^-t-o 

.HC V- I RE SPl*^i: LXs 6 8 8 9 0 ^> 0-1 
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0 15 9 1-^, i|#§§Sj27-6 9 8 9 9-i-x WO 9 9/61613-^, HCV^n 
"rT—^m^Mt LT. WO 98/22496 -i". WO 99/7733-^. WO 
99/7734^, WOO 0/9 5 4 3 -^^ WOO 0/9 5 5 8^, WOO 1/ 
5 9 9 2 9#. WO 98/17679 EP932617#, WO9 9/50 
2 3 0 WO 00/74768 -^^ WO 97/43310 US59902 
7 6-§-. WOO 1/58929 WOO 1/77113 WOO 2/8 19 
8-§-> WOO 2/8 18 7-^, WOO 2/8 2 4 4-§-, WOO 2/8 2 5 6-§-, 
WOO 1/7 4 0 7-§-s WOO 1/40262 -^^ WOO 1/64678 -^^ W 
098/4 6630^. ^^¥l 1-292840^, 4#F?I¥ 1 0-2 9 8 1 5 

1 -tx 11-127861 2001-103993-^. WO 9 8 
/ 4 6 5 9 7 WO 99/64442 WO 00/31129 -^^ WO 0 1 
/3 2 9 6 1^. WO 9 3/15730 -i-. US7832236-§-. WOO 0/ 

2 0 0 4 0 0-^^ WOO 2/8 2 5 l-§-. WOO 1/16379 WOO 2/ 

7 7 6 1 HCV^y ;(7-ifptS^Ji: LT. WO 97/36554^. US5 

8 3 0 9 0 5^. WO 97/36866 US5633388^, WO 01/ 
7 0 2 7#, WOO 0/2 4 7 2 5 HCVxJf y ^ 7— ^RES^Ji: LT. WO 
00/10573 WOO 0/13708 -^^ WOO 0/18231 WO 
0 0 / 6 5 2 9 WO 02/6246-^. WO 01/32153-^. WO 0 1 
/6 0 3 1 5-i-> WOO 1/77091 WO 02/4425 WO 0 2/ 
2 0 4 9 7-^, WOO 0/4 14 1-^, ^ y ^ — :7 3^ a i/T =i':^7« h^V^f:iii5i 
mt LT. WO 01/58877-^, #§i¥l 1-180981 WOO 1/ 

12 2 1 4^m<D^AmKmm^ti^it^wt(Dm^hmifhih^?>o 

(D— o-cfoSo :li^bw^^^iBV^T. HCViaM. 1 bM<^^^;^{ciiiv^|5aWS 

tt<£r^L. 36^oSiv^I^iL'^'^s^^-r^b'a'^^^ m^it, 2- {4 - [2- (4-^^ 

□ D73i=/l/) -5- (2 -;^-^y t°i3 y 1 -^/W ^^'i^/l';<J-=3rv'] - 
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r' (Cy)— NH, ^ r'>n 




Cy Cy 



[1] [2] 

[3] [4] 




aim R??^H^ r aVx ^4xm 




p5 R-^^r^NH 
X^^^A^COR"' ^ (Cy 
[5] [6] 

So) 
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T^K (DMF), T± h=- h3 "rhyHV^yvy (THF), h/U^:/^ 
m<D^^Ts ^«*#«ET^ MX«M^f1=T-C. T^yit^m [2] 

^^^^t\zx*)it^m [3] ^'^^:Ltmm?>o 

t^5iii3i55„ i^it. \t^m [3] srm\ «5^. mmm-f-vv^j^ 

(cj; ip^b-a-i^ [4] fSr^-Sr ,t ttti^Sc tfc. -fb-a-ife [3] Ji^U ^) 'i^0k¥t 

^b-a^i^ [4] DMFs T-feh:^hy/K THF. ^ uuHts/VJ^., S^^jcf=- 

1 -i^^yu- 3 - ( 3 - i?^ ^/UT 5 / T'P tVv) ;t;/U7i?>:;?>i' 5 K • mBMs i> 

^ 5: K. 1 - 1 Kadr h ]) Ty^-J\^mt:M^X. J^^^ymit-^m [5] 
tm^i-?)^tizXV)Y^ F<b^#J [6] ^#5^ id^ffi*5„ tfc. 
@?^b^«^ [5] ^:^{b^;t=/K :^'fb:^=3r1^y/l^^T?^^$n-5^/>7-l' Kt-T 
5. ^fix iJ'nn^^3i^yW^{cj;0^«$it5?i-a'igil7ki^ii-5^lcJ:i?^b 

-a^i^ [5] <Dmmt^:^y'^^tL. ^^^v^■T?, Nyai^^^^r^^'. i^i?;^y!>A, 
•9X5 K^b^i^ [6] ^'^^^ti^m^^o 

m4xa 

-fb-a^i^ [6] ^oitJ^y— T^^y—ZK h/l'^i^. DMF. i^PP;J^/^A# 
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mmi-2 




3xntmm(D:^mx'i\:,^^ [5] i:T5 K.iii'^i-5;i^i-J:'!)x -fb-^^i^ [7] 

[8] Sr#5r i>55-^#5o . 
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it^m [4] ^4 ^^-hit^!^ [9] pt^j^y-zK 

DMF. THF. ^ uti^j]^J^m<Dmmf^. Mmxitum^i^T-vRi^^^'t^ :l 

t.tz. [4] i^^. #m T-fehr^hy/K DMF. =hD^:^-^ 

Y}va^i^^<D^^^. ^yVyx2^-fy^ -mt'^^y:^^^. 2, 3--v>^n 
n-5, 6 -y-^ry - p -^^-y^y a-^^^ 7^ y v'Ty^;^; y 
(D^<b^Jo#ftT^fi^#:aTT% ;!JlIfiT^ T/i^xt K-fb-a-i^ [10] <tSf&^* 

^{i. -fk-a-*^ [4] [11] M)) y^^> yi/^> ir^ 
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^ ^IIS [1-2-2] ^2ir 




^ [1-2-3] 
[1-2-1] 

{^tfi. E(i^;^^. -(CH2)3-. -0-(CH2),-3i:.{l-NH-(CH2)3- (r 

±B2mi*i:l^«(-bT#e)tL'5<k-a-i^ [1-2-1] ^^i^y-zK 
THF. ^f\.h(om.-^nm.^. ^L<tt^tLb:^^i:7K 

{^.f^^b-g-^ [1-2-2] ^#6i<b/5Sttl^5o 

{C^m [1-2-2] Sr. Mifel- l<^m3Iigi:|^^(Z);^ST-<k^i^ [12] 
^^S^lttCj:!?, 'fk-a-i^ [1-2-3] <^#5ri:}65Hi5l55o 

^5 ikiu AM NOH 

(W) [1-2-5] 
[1-2-4] 

±lBS!l?£i:l^i^{^:L-C#f5ix5'fb'a'i^ [1-2-4] tK. y^y-/K ^^^iS'y- 
/K THF. DMF^o^jtff^s t Kp ^Srv'/i^T 5 i: •? ^li 
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-a-t) [1-2-5] ^m^^t:d^mM^o t }^n^i/ji^T^i^(Dmm^^<o^^m\'^^ 



Jiia^^il^#l-bT#bn5^k'g'!^ [1-2-6] DMF. vf^^>'l';^/U7l^=ar 
v-K (DMSO)> T-fe h = h yvi^v ^ ^ / cc^J^y-zK 7K^<^^!^4'^ 3 

i:Jj:J:!9 [1-2-7] ^#5 ^ i:i5tb|3|55„ 




[1-2-6] 



mm 3 
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^0-g'-(T)-(Z)w 
[11-2-1] 



R'^'-R"" 



[1-2-9] 



• [14] 

*-(CH2)„-. *-(CH2)„-0-. *-(CH2)„-CO-3i(i*-(CH2)„-C 

it-^m [13] ^c43V^TR'':i5/^^yvlg^X'fc5^^, ±M^<tl^^(-LX 
'^hfl^it-^^ [1-2-8] Sr^ DMF, DMSO. T-feh-by/^x 

^M.xiti]m^wx\ it^m [13] t^]^^-^^^^t\LX,K)\h^m [11-2-1] ^ 

it-^m [13] (cjov>-cR'»:657Ki?sx-fos^-a's jb^fe [13] (Dim^ 
it^b^;r=>'K H:ft'fby i^. Eg^-fbj^^- v y 7:t=>'i'jj^:x7-< i^^-c^>p 

■yyj[l^«:ifc^. Hfi5je©^fe-CMb^!^ [1-2-8] tU.^^^^^Z.b\^i.^\t^ 
m [II-2-1] ^#5::.by55tti5|55„ ^/c. -fb-e-i^ [I-2-8] Sr. DMF. 

T-ir h h y /I/. THF^OM^'s h y 7 :7 ^ >-T v^;t7 7U7j? V 
J; O^b-a-^ [13] i:^^SJ^?^$^5i<i:t-<t "^-fb-a^*^ [n-2-1] 

|^«{CL-C^b^«^ [1-2-8] -BLW^m [14] ilJ^b^^I [1-2-9] ^n^Z.t 
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mms-2 



2 ^ NO 



X ^ tl-2-11] X ^ 

^2XS [11-2-2] 



Hal-G*-(-B V-(Z)w [16] 3ifi Hal-"-R« j^y] 



^N-G'-fBV(Z)w [11-2-3] ^N-^-R'^'' [1-2-12] 

X ^ ^ 

=lr7i^Ls G'(i-CO-s *-C02-. *-CONH-X(i-S02-^7Ft. 

2X@i:i^^<z):5^?*-eK^&^^T5 :ii(-i«3ifk'a'ti Ci-2-11] ^:n?>^t7t)m^ 

-fk-a-fe [1-2-11] mm^- 1 tmm<oiym\^^'oi\:^'^ as] T-r/w^^f-yv 

^bf •Swtic J; [II-2-2] ^#?) i t ^^SfctJ^^, 

-fb^^/ [16] (e:*DV^TG»i5S-CO-, -COz-j^t^-CONH-O^-a-s ^b 
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-a-i^ [1-2-11] mw^i- i<DmBXUtmm<D:^^x-ii:,'^!^ Cie] x-rt^yw 

it-r^^ti::xr)it^!^ [II-2-3] ^n^^t:/!)m^^o 

-fb-^ife [16] \zis\,^XG^it)^-S02-<oWi't. ©lifei - l©B3XfeT♦ 
jt-^m [11-2-3] Sr#Sri365tti5|55, 
L-C^k-g-J^ [1-2-11] -fb-a-i^ [17] ■C7-:^yWb1-5:ii:^J:J:t)'fb'a^ 
Jfe [1-2-12] ^m^:it-d^m^^o 

^tzs mmi^ tT:*:Siii*^fflVNS r ti^Xy) <b^#) [11-2-2]. fb^i^ [II-2-3] 
Rmt^m [1-2-12] (H.iiiT5:i^) i:755tti*5„ 

[1-2-14] pal 3 




COOH CN>-N— G^-^I^ 



la.3 



[11-2-4] 



[18] ^>-j|-(CH2)-R''° 



HjN-CCHp-R 



aio [1-2-15] 



[19] 

XIEM^^il^^itC LT#fpttS^b-a^t) [1-2-13] ^?£2-l(^^lXmi: 

l^!il<7):^ife-fK{&$^5::ttJ:i t). -fb-a-*^ [1-2-14] ^n^^ tn^m^^o 

it^m [1-2-14] ^mm2-i(Dm2i:utmm<D:^^xit'B-!^ im irsj© 
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^^^:Lt\::X'Os il"^^ [II-2-4] ^n^^ tt^Hi^^o 

ttzmm^^Lxit-^!^ [1-2-14] Rmt^m [19] xv)it^m [1-2-15] 
mm 4 




[11-2-5] ^^"J [11-2-6] 



nnvmom^xh^c) 
±Mm^tmm\^\^x'^hi\.^it^m cii-2-5] dmf. r-t h yy^, 

1, 2-v^p< h:3rv'^^>'s THF. h/U^:/. 7K^<^^IK4'^ 7^h7=ar;^hy 

, (i;f:73.=/ujj>;^7^ /) 5/^/1^ (II) 

y vm-fi y i> A, h y 0:^/1^^ 5 >'^(^:^s#ftT. ^?fix«M^#T\ r y 

-/^^^JS^b^i^ [20] t^ll^^^'k^:Lt\z.i:^\\L^m [II-2-6] >Sr#5r <!;;6>m 
S5j£4.-2 
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[11-2-7] [11-2-8] 

(^if. R'^«(±-amSZ(^>^f&-t^-R''"'X*t-(CH2)p-COR''"S:^t. ^ 

±IBiSlfeT#bn'5'fb^i^ [II-2-7] Mfe 3 - 1 l^^lc LT^b 

^ti [21] tRJt^^'t^^iti::^*). it^m [II-2-8] ?r#5ri;65tii5l55c 
S!{l*4-3 

mifes- il^*5Jt5<b^!^ [13] oa^feSB/N'-^y^. ^*^^-f-5:;^&o 




mixm 
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TV-zi^^mit^i^ [20] irSfS^-^SrilcJ:'?. [23] Sr#5rt;6S 

-fb-g-J^ [24] ^^#5rt*5ti}^5, 

^ajxtf. it-^m [23] ^iS'y-yK THFm(o^m^. 

mMm^i'^TX-Rit^^^^^ti^iX^it^^ [24] ^#5ii:;65t±i5(55„ 

±l2Mi*<bll1^li:L-C#btLS<b^!^ [24] 1. 4 - v^:^=¥1?-:^. i^^if^ 
x/K THF, v'jJ' P P;'{ ^uu:^/UJ^, h/Uai;y^<Z3^i^cf x 31 

19. -fb-^Jfe [25] Sr#5 i: :dstB5l55„ SJC&SrCSii^^Sfc 
i^){Cs DMF, fc-y v=>^OHiiT$ :/(Z)#^ET^L< {iJpf^TT'Sf&^-fr-Cb 

±t&mmtmmi,^\^xnbfi^it^m [24] x« [25] sr. m^s-itmm 

(D:)jm-vit'^m [1-2-8] -fb-a-*^ [11-2-9] 




[44] [45] 
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mt-ti^LticXr). \\L^m [42] Sr#5wi:;0Sffi3l55o 

#T^0*b< ft- 1 0 0 0°CTMk-g'!^[4l] tSJJ&^it'S^.bfCjiiJ, 

[42] -kn^^Lttm^ho 

±IB|!!^fetll^{::LT#fetv§^b^i^ [42] ^Sr^b-g-ife [43] tBLH^^t^^^Lt 
it^m [44] ^#5i<!::6Sffi*5„ 

^b-^J^ [42] thf^c^;^!^!!^, 
0t L<{iTHFMt'. ?^^P7^;M^^&^^4T^ U< fl- 1 0 075^3 on: 
T-^^&^-^Sr .Irtc J: ?), <b-^i^ [44] Sr#5i i:;5Stiij|55„ 

±td.mmi:mmi^Lxmibti^it^!^ [44] K&4-3©m3xm<bi^« 

^b-a-2fe [44] 0^ L< « |t'fb^;t=ywS.t>'fy i^>'T'H 

fi^^^Sr. i^-fb-a^i^ [45] ^#5^ i:d>m5t55c 

ib-a^i^ [45] ;i5^?a^Bc^»-a'> -T'jf^p-bs mB-iz)vfn'^tmB' -iz')w' 

U^i)^m-(om'^. 'fb-^i^ [42] vf^^/i^oi-T^yK ^v-^:/, h>'WJ^:^. 

^:^7^/K 0* L< fi#'i?i9^/u<b. ?^*p:^M^fi^^tT^ Jf^ U< «- 1 0 0 
7!;S3 CCTSfC^^-^-S^lirfcJ; 19. -(b-a^i^ [45] ^ i: ;65ffi3t5^„ 
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R''":dU e r t -:^^yi'S<Z)^-g', -fk-^i^ [26] THF, p p 
J: {b^!^ [27] ^#5 t ;6Stti5feS„ 

5 KStJ«N,N' -rv'tf^^-f y^^^P^ h y7VT'-/p^7<f-/uS{3:^^bfc^. 
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mms-i tmm(o:^mx'it^m [1-2-16] tRm^^^:it\z.i:V). it^!^ 

[II-2-10] ^'i^^^tt^m^^o 

±iBMfci:i^«tcLT#feti5<k^i^ [II-2-10] Sr. mm 4 - 1 1 mm(o:^m 
■vT')-jv^mit'tm [20] <!:s^&$*^:li:^^<): "J. it^m cii-2-11] 

±.umktmm\z.\^xnhfi^\\L^m [11-2-11] (dr'"^. 

^^Sr iri^J: -(b-a-i^ ClI-2-12] ^#5^ .biJ^m^feSo 

S^m-a-. -fb^i^ [II-2-11] V^^PP^^i^. D P7j^/VA«?©^|Klt', b 

y 7/i';^Dg^i?-c^a-r6r irfcj; tj-fb-a^^) [II-2-12] ^m^z.tii^m^^o 

±M^feil^1it3:LT#^tL6<L^t/ ClI-2-12] 1 - 1 3 Xgi 

l^^<o:;b-fe-C'fb'a-^ [28] Kfi-a-^-^s^iirtciJ; I3> -fb-a-i^ [11-2-13] ^ 
±IE®!^fe<bll^{cbi:#P)ti.5'fb-a-i^ [II-2-13] $^fe2 - lO^lXSi: 

um(o-)5mxn.^m^^^^iiKi^^ . w^-km [11-2-14] ^%^z.bt^^%^. 

R'''*t^:^^Ji^m<Dk^. it^m [II-2-13] ^-jv. :x.^ J - 

/u^MiTKiicDii^^Mtfs ^^;(7l;'>i^. um-rY')^J^. TK^^ty^i^^^. 

-BrfiJi^^Lfc^. M^^t^lc-rsr i9{b^#> [II-2-14] «r#5i<!:dST' 
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[11-2-201 [11-2-21] 



^ 1 

m^<Dlo^X'VJ\^=r:-l'm^W- [41] t EJ^^^"^^ ^ t \^ ^ 'O . i^^^m ClI-2-17] 

^mn^tmmi^i^xmhti^it^m [11-2-17] sr. ^^4- 1 

XT V -Ji^^mit-^m [20] i;SJ$;$-*5rt(z:J;i3, -fb-g-.^i [II-2-18] «r#5 

±tBS^fei:I^«f::L-C#bti5jb'a^t) [II-2-18] M^l - l(D^2i:Ui: 
mm<D:^^vm7tir^:Lk\z^V) ^ [II-2-19] i:;6Stti5l5So 
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^mmmtmm\c Lxn^ti^it^^ [11-2-19] 1 - 1 3 xsi: 
p^xmit^'^^^tKx.^ . it^m [11-2-20] i:'^^^tt^m^^o 

±IE^lfei|5j«|{cLX#btLS^k^#J [II-2-2O] %:^nm2-l<0$^llLUt 



( 
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1 / ^ 
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[11-2-21] 



\t^m [20] <!:^l^?^*5r<bt;:J; 19, -fk-a-ti [47] -^'^h^L ttm^^o 
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±iaMfe<i:I^#t^LT#f5H^^b-a-!^ [49] DMF. T±h:^h'JjU. T 

[42] isii&^^sciit-J: tp-fb-a-^ [50] m^^^ttm^^. t%/^-^<d 

±l5^fetl^^(e:tT#P,ix5<b-a'ifei [50] SSijfei - i ©lllXigi:P« 
(o:fj^x*mt^i^'>-^^^:Lt\^X.K) . it^m [51] <t35sy45i5s„ 

m 6 xm 

±.w,u^tmm^\.xm^n^it^m [51] sr. M&4-3©m3Xig<!ri^^ 
^7xm 

±fEi^&i:l^1^tcLX#p5n5^b^ife [1-2-16] i:S;&$■^^2.i<b^::<t «9. -fb-a- 
[II-2-20] S:#2)ii::65t±J5fe5„ 

msxm 

±l2i^jfei:R«(cLT#P>n5<b^ife [II-2-20] Sr. ^ife2-l(^Mlxmi: 
I^#©;^ifei?»n7k5>«?$^ir5 r i: J: U >'fb'a'#j[li-2-2i]Sr#5 ;i i ;65tJtj5|5S„ 
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Hal-(T^Y-(T^(Z)w r"'— C=C-(T^Y-(^B^<Z)i» 

[29] H(^C— R'"' [31] 

[30] 



r' 

i2XS RiJ^/C-- 




, r' /~\ »3XS 

R^^^Hal (Cy) 



"(2) 




[1 1-2-15] 



[33] 



[32] 

{^^. R'"{4 h y ^^yi^v^ll /uS, t e r t U /vS. t e 

±IE^*fe^t<fi^feJi:J:l3#btLS>fL^i^ [29] DMF. T±h:^VV 
/K 1, 2 -v'/ h=3r^^^^:/, THF. h^l^^^. T^^OW^t^^. y'hv^^ 

i=^Mx 3 !><b^ ( I ) m(Dmmm^L<it^fih(Dm^m. 'Rximm.-^ y 
(^^ms^^ET. ^?ax«;!ipf^ife#-c% -fb-a-ti [30] t s/s ^ ^ 5 - J: -fk-a- 

[31] 

Tjv^-;v^^^ ^L< fiT/W3-yV^j^i:DMF. T-feh:^hy/K THE. 
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[II-2-15] Sr#5r id5tH5l55„ 
>f5^J^)/ [1. 2 -a] t-y v?i/S-gr?l^^-t-S;^*o 



P 0 
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±.umm\zi^^nhfi^\t^m C36] ^mzii^nhfih^))=^^-j^^ 

m [37] i:(::.k«9. it^m [38] t;65W*5o 

rrT% -fb-^J^ [36] iJlftxL-C. [34] K<SrfflV^Tt J;V\ 

±Mum\^x.^nhfi^{c^m ess] ^feicitJ/^n^j^'wb-r^riri^i 

-fk^i^ [39] ^^^Sitd^m^Sc 

Ha \1)^^m^l-<om'k. \\L^m [38] $r?&*P^L< ti^i&^#T^ 
DMF. T±h=-V]) THF. t^'nnxjN/UA, t?i^nD^:?:/, fp^jc^^K 
h/i.rci^^(^^^ct>^ *^iSf&$-a:'5-<i:tcJ; U-fb-g-illJ [39] <^#5^t}55tfi 

±IBMft{:iJ:«3^6)tL5^k^«^ [39] ^^^U< (ii!E*P(^?;^^ (#^¥8 
-4 8 6 5 lJ:J;<9#bn-5<b^#) [40] mk:fJ))^J^. mmi-V))^ 

>t'^L< fiilWr•«{bSi^^$•fr5i<^^cJ; <b^i^ [11-2-16] ^n^:Lti)^ 
[I] StJ« [II] T-*$tL5^b^i^(c*5L>T. fE^:5:igfe(z:pi^o;^j*<>; 

5-;^-^y-A2-i, 2, 4 y 3 --Y/l^X ("f-^'^l^-^ 2 , 
5 -i>t Kn - 5 -:^^y - 4H - 1,2,4 v'T y— /i^- 3 -^T/uS), 

5-;t^y-A2-l, 2, 4-^Tv?Tyy ^-S-'f/L'S (ctflt>h2, 5 
KP-5-;^^y-4H-l, 2, 4 -^Tv^Ty— /W— 3 -^7^£)^ 2 
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-;*-=^y- A^- 1 , 2, 3, 5~>$-^-^'^TyTyVy-4--(jum(irti:t> 

^2-;e-^y- A^- 1 , 2, 4 -^^i^-f^Tv^Ty— /U-4->f : Journal 
of Medicinal Chemistry, 39(26), 5228-35, 1996^ 

5-:t^y- A""- 1, 2, 4 - h VryVy-3 — r/l^£:JOrgChem, 61(24). 
8397-8401, 1996s 

1- :t^y-^^-l. 2. 3, hVry^V y-4 — ( Jl^m : Uehigs 
Ann Chem, 1376, 1980^ 

3-;^-^y- A"- 1, 2, 4-:^drf-v'Ty y V- 5 --f/l^S : M«|#ffE 
P145095-^^ 

5-;e-^y- A^- 1, 3, 4-;*-^f-v^Ty y 2 -'T/l^S : J Org Chem, 
20, 412, 1955, 

5 -;^-^y- A 3- 1 , 2, 4 -v^:^^1^y y 3 -'T/l'S : J Prakt Chem, 
314, 145, 1972, 

3-:*-^y- A''- 1, 2, 4 -.^Tv^ry y 5 --r/l^fi : 4#§|BS6 1 - 
2 7 5 2 7 1^. 

5-::^=^y-A3- 1,2, 4 -t^^^ry y 3 -•^'/vS: J Org Chem, 61(19), 
6639-6645, 1996, 

2- ;^-=¥y- A"- 1, 3, 4 -i;f;^^f-y y 5 — r /l^S : J Org Chem, 39, 
2472, 1974, 

2-:^^y- I , 3, 4-:t=3f-y-5^Ty y 5-'<-'l'S : J Med Chem, 

35(20), 3691-98, 1992, 

5-:t=¥y- A^- 1, 3, 4 -^ri^ry y 2 : J Prakt Chem, 
332(1), 55, 1990, 

5-;^=¥y- A^- 1, 4, 2~:t^:^^TyV:^-3-^J\^^:J0TgChen, 
31, 2417, 1966, 

2 -:t^y- A 1 , 3, 4 -v'f- 7 y 5-^ Tetrahedron Lett, 
23, 5453, 1982, 

2-;r^y-A^-l, 3, 2, 4-•i?;a-'ar1^5"Tyy i/-5->f/W£ : 

Tetrahedron Lett, 319, 1968, 
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3, 5-i^:!i-^y^ yyt^'^-y^V Z^y- 4-y( /l^& :HelvChimActa, 1973, 48, 
1965, 

2, 5-v';a-=¥y-f ^^'VU v^:/-4-^;i'S : Heterocycles, 43(1), 49-52. 
1996, 

5 2-'f-:^^y^ ^^^9 v?i^- 4 /US:Heterocycles, 5, 391, 

1983, 

2, 4 -v^;^-^y;^-drf-y y V?:/- 5-^/^S:JAinChemSoc, 73, 4752, 1951, 
4-:t=3ry-2-^;a-^y;!t-^f->^y v^>'-5-^yUS : Chem Ber, 91, 300, 
1958, 

2, 4-i:^:^^y^Ty])i/y-5-^J^^ : mm^5 7-123175-^, 
4-^^y- 2-f^;r=3f y^Tl/y v'^^-S-^/US : Chera Pharm Bull, 30, 
3563, 1982, 

±t&m^27bm4\:im^tifzmmit. -^^ m rxj^ ch] t^m^fi^^y 
^yy-j^&.^(oit^!^. mx.mt^!^ cii-2-15], [11-2-16] (d^j^^c^ 

>'V';j-D73i=7W -5-t Kn^v'7<5^>'^-2-7«^>'l'^Ty— /WRtJ«4- (4 

I c J; o X pg ^ $ 5 1> X- {i V ^ o 

2- [4- (3 -:/n^73iy drv') - 1 - i/^ n^df^VyU^^/y 

4-^aD-3-^fP^S§®? (300g) Sr^^/l'7'/>3— (1500ml) [31^ 

7[c^'<^T^« (loomi) •^Mx.immmmmx^fzo sf&?KSr7k7Ki^^£#\ 

^Ititfc^B^trM^L, M^b^tl (332g. 4X^97%) ^#fc„ 

'H-NMR (300MHz, CDCI3) :8. 50 (IH, d, J=2. IHz), 8. 16 (IH, dd, J=8. 4, 2. IHz), 7. 63(1 
H, d, J=8. 4Hz) , 4. 43 (2H, q, J=7. 5Hz) , 1. 42 (3H, t, J=7. 5Hz) 

174 



wo 03/000254 



PCT/JP02/06405 



BUXg-X?#^jtL/c4-i^ p p - 3-^ h P^S^^^^/l' (330g) $rT-t 
MJ/l'dSOOinDtC^^ilL.i^tJ' D^df^iz/l-T ^ i/(220g). h ]} =^^)Vr X ^'(IQSg) 
Srjbnt^ i^»fi3igftL/Cc R^£:^^;^?K7k^^:a#^ ^rWUfc^fHiSritSib. *M 
KC^m (400g. 11X^94%) ;lr#fc, 

'H-NMR (300MHz, CDCI3) : 8. 87 (IH, d, J=2. IHz) , 8. 35-8. 46 (IH, ra) , 8. 02 (IH, dd, J=9. 
1. 2. 1H2),6.87(1H, d, J=9. lHz),4. 35 (2H, q, J=7. lHz),3.65-3. 50(lH,m).2. 14-1.29 
(10H,ffl), 1. 38(3H,t, J=7. IHz) 

fi^rxie-e#e5i^fc4 -^/-^ n^^ii-^yjvr ^ y - 3 - = b p^s#^^^y^ 

(400g) ^g^^oi^yu (ISOOml), au'^jVT )V^—)V (500ml) (C^<5?t^ 7. 5%^^° 
7V^:>3>-^* (50% wet,40g) -kli^TL. 1 ^Wi%^imWtS^\.fz.. ftfei^^lrteJ 
M^^^i^JEMLfCo y7°p tVi-^-x/i'^SrJPx.. ^frWLfc^^H^^S 

®L> «a<b^t> (289g, 11X^80%) =^#fc. 

'H-NMR (300MHz, CDCI3) :7. 57 (IH, dd, J=8. 4, 1. 9Hz), 7. 41 (IH, d, J=l. 9Hz), 6. 59(1 
H, d, J=8. 4Hz), 4. 30 (2H, q, J=7. IHz), 3, 40-3. 30 (IH, m), 2. 18-2. 02 (2H, m), 1. 88-1. 1 
5 (8H, m) , 1. 35 (3H. t. J=7. IHz) 

Xig4 : 3- [4- ( 3 -^p ^37 * y ^^ri^) TXy-4--y^ 

4- (3-7'p^7^y=¥V)^S#^ (74g) ^^un-ii^jVJx (SOOral) IC^ 
mt:t^-^]}/l- (33ml) X0i^7<f">'I^*:^^i=vT^ K (/ttlKa) ^Jnx.^M 
T4^!^8g«itfc„ SJ5&^Sri^JEili^L. iJ^^uu;^^^ (I50ml) lJ:^<5?bfeo 
;ittSr> frxa-C#btlfe 3-T5y-4-^'^ n^^iri^/VT 5 y 

(66g) (Di^^ n ti^ (500ml), hV^^Jl^TXy (71ml) ^^0?fJ:?®TL. 

mmi^. i^^^/^-^-y'J^^MK.Xl^^nitU ^nSrM®tXSJl'fb^tl(129g, 

11x^95%) ^mtc. 

»H-NMR (300MHz, CDCI3) : 8. 00-7. 78 (4H, m) , 7. 66 (IH, brs) , 7. 37-7. 18 (3H, m) , 7. 13 
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-6. 59 (3H, m) , 6. 72 (IH, d, J=8. 7Hz) . 4. 50 (IH, brs) , 4. 29 (2H, q, J=7. 2Hz) , 3. 36 (IH, m 
) , 2. 12-1. 96 (2H, m) , 1, 83-1. 56 (3H, m) , 1. 47-1. 12 (5H, m) . 1. 37 (3H,.t, J=7. 2Hz) 
Xg5 : 2- [4- (3 =¥iX) :7 3i=7V] - I -iyi!^ X2^e^iy 

irxs-c#6)tLfc3- [4- (3->^p^73iy ^i/) ^>'y-f/u] r^y- 

4-:i/t^'i3^drv'/UT5 y^SSSf^^/l'^^X/l' (129g) ^g^^ (600ml) tv^ 

^^n%:mmLmmit^!^ (124g, 1|X'$99%) ^#fc. 

»H-NMR (300MHz, CDClj) :8. 51 (IH, d, J=l. 5Hz), 8. 00(1H, dd, J=8. 4, 1. 5Hz), 7. 67(1 
H, d, J=8. 4Hz) , 7, 63 (2H, d, J=8. 7Hz) , 7. 35-7. 21 (3H, m) , 7. 17 (2H, d, J=8. 7Hz) , 7. 14 ( 
IH, m) . 4. 42 (2H, q, J=7. 2Hz) , 4. 38 (IH, m) , 2. 43-2. 22 (2H, m) , 2. 07-1. 87 (4H. m) , 1. 80 
(IH, m) , 1. 42 (3H. t, J=7. 2Hz) , 1. 40-1. 27 (3H, m) 

mmm 2 

2- [4- iS-y^^y =cy ^iy) y 3^z^j]y'\ - i --y-!7 u^^xy;\^^yy 

^n^^i/jv^l^y^i ^^-/'-jv-5--^j^-^'yW.^'^f^^:^'rji^ (l.Og) Srx 
h7t Ynyy:^ (lOml). ai-^jVT ;\^^ — JV (lOml) iZl^^^lil L. 4 NTK^-ffc-^- h 

(10ml) ^Mx. iNFr^wMLfco ^i^M^w.mmm\^s nm^a^^ 
li^TL. 6 N^^-c^<4(c ^iTffiufc^B^B>srii^bx. ^mvc^m (o.9g, w 
96%) -km^o 

ilt^:255-256'C 
FAB-Ms:491(MH+) 

'H-NMR (300MHz, DMSO-dg) : 12. 75 (IH, brs) , 8. 24 (IH, s) , 7. 96 (IH, d, J=8. 7Hz), 7. 8 
6 (IH, d, J=8. 7Hz) , 7. 71 (2H, d, J=8. 6Hz) , 7. 47-7. 34 (3H, ra) , 7. 24 (2H, d, J=8. 6Hz) , 7. 
20 (IH, m) , 4. 31 (IH, ra) , 2. 38-2. 18 (2H, m) , 2. 02-1. 79 (4H, m) , 1. 65 (IH, m) , 1. 44-1. 20 
(3H, m) 
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MMm 1 (DXm 3 T'# ;h.fc 3 - T ^ y - 4 - i/i^ a^^-yjUT ^ / ^SW^ 
(130g), y^/i^ 4-t Kn=^iy^:/X>Y 5:7""- (139g) I: > 5" 
(ISOOml) (JlAPx.. 4 I^B9Miii^ft LfCo ^^&^Sr;8c^^ Lfc^^ ^ 
tULfcig^B^rMffiiL^S^b'a'ife (131g, J|X$72%) ^#fc„ 

'H-NMR (300MHz. CDCI3) :10. 02 (IH. brs), 8. 21 (IH, d, J=l. 4Hz), 7. 93 (IH. d, J=8. 6H 
z) , 7. 83 (IH, dd, J=8. 6, 1. 4Hz) , 7. 48 (2H, d, J=8. 6Hz) , 6. 95 (2H, d, J=8. 6Hz) , 4. 39-4. 
25 (IH, id) , 4. 33 ( IH, q, J=7. GHz) , 2. 35-2. 18 (2H, m) , 1. 98-1. 79 (4H, m) , 1. 70-1. 60 (IH, 
m) , 1. 46-1. 19 (3H, m) , 1. 35 (3H, t, J=7. OHz) 

2- [4- (2 5 P P^>^v'/l';^-^v^) 

2-:fn^- 5-^x2x2 (50g) St/N-^D^::fi<^-f' ^ h% n, 

/U;/p5K2^t>\ 3 -e#^ixfcl -v'i!' P--dr'>y^- 2 - (4-tKn^ 

v^7i=^7U) ^l^V^ %yV^jV-b--^jVi!^y^:3L^;\^:3:.:^TJV (50g) <lrv^ 
^^/l^Tj^/U^T^ K (300ml) {CML, ^mio)) (38g) ^*n;i80'Cl^T 1 

It^H^^iKb. ^M^b-a-^J (50g, i|X^64%) Sr^fCo 

^H-NMR (300MHz, CDCI3) :8. 50 (IH, d, J=l. 4Hz) , 7, 97 (IH, dd, J=8. 6, 1. 4Hz) , 7. 70-7. 
57 (5H, m) , 7. 20 (IH, dd, J=8. 4, 2. 5Hz) , 7. 14 (2H, d, J=8. 7Hz) ,5.17 (2H, s) , 4. 46-4. 30 
(IH. Ill) , 4. 41 (2H, q, J=7. IHz) , 2. 40-2. 20 (2H. m) . 2. 02-1. 21 (8H, m) , 1. 42 (3H, t. J=7. 
IHz) 

2- {4- [2- {A-^ nny 3^:=-;V) - ^ - ^ u V zi- 

*Ji^j4X'#e)nfc 2 - [4- (2 -y^D^- 5 P P^>'v^/l^;r=3s^:/) 7 
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xyl' (49g). 4-^ DP73i=/I^:!Kp:/il (I8g) 2S.0^r Vy^:^ VV 
>^7^^X7>:/r>A (lOg) 2-v=^ h^^rv'J:^^ (600ml) (C^^L. 

fnfiWTK (300ml) 2 ^fs^JlHlMJ^i Lfco Ri:cr>?^lc^ D P*;Ui^^j!jn;i, 

(44g, 11X^85%) ^#fCo 

'H-NMR (300MHz, CDCI3) :8. 49 (IH, d, J=l. 4Hz) , 7. 97 (IH, dd, J=8. 6, 1. 6Hz) , 7. 70-7. 
60 (2H, m) , 7. 55 (2H, d, J=8. 7Hz) . 4. 95 (2H, s) , 4. 48-4. 28 (IH, m) , 4. 40 (2H. m) , 2. 02-1 . 
20 (8H, m) , 1. 41 (3H, t, J=7. IHz) 

mmm e 

2- {4- [2- (4 -tJ' p P7cc=/u) - 5 p P^>'i^/^;*-=^v:] 

MMM5X^"^%htltc2- {4- [2- (4 -i? P a 7rt-/V) - 5 -1^ U 

#:/^;ii5^yU:r.;:^7^yl. (43g) ^fflV\ ^iSM 2 i |^^(D;^?fe{r J; !3 . ^Mit^^ 
(33g, IR^76%) ^#fCo 
iil.^ : 243-244T; 
FAB-Ms:57l(MH+) 

'H-NMR (300MHz, DMSQ-de) : 8. 32 (IH, s) , 8. 28 (IH, d, J=8. 9Hz) , 8. 05 (IH, d, J=8. 8Hz 
) , 7. 76-7. 72 (3H, m) , 7. 58-7. 46 (5H, m) , 7. 40 (IH, d, J=8. 3Hz) . 7. 24 (2H, d, J=8. 9Hz) , 
5. 1 1 (2H, s) , 4. 36 (IH, ra) , 2. 40-2. 15 (2H, m) , 2. 15-1. 95 (2H, m) , 1. 95-1. 75 (2H, m) , 1. 
75-1. 55 (lH,m), 1.55-1. 15 (3H,m) 

mmm? 

2- [4- (2-7'P^- 5-^ b^v'^>'v'/i';t^v') 

mwu tmm\^\^x. mMm3vnhtifci-i^i^^^^i//i^-2- (4- 
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2- {4- [2- (4 o P 7 ji^yV) -5-;^ h ^ v^-^^i^;^:^^^/] 

^Jil^j7-e#bnfc2 - [4- (2-:/n^- 5-p« b=¥V^:/>^/l';r=3E^V) 

>^7^/i'/5=>b»^J5 irl^ilO^ife}- J; tJ^^jb-a-t) (48g. i|X'^77%) <lr#fc<, 
'H-NMR (300MHz, CDCI3) : 8. 49 (IH, d, J=l. 4Hz) , 7. 97 (IH, dd, J=8. 6, 1. 4Hz) . 7. 64 (1 
H, d, J=8. 6Hz), 7. 54 (2H, d, J=8. 7Hz), 7. 37 (2H. d, J=8. 6Hz), 7. 31 (2H, d, J=8. 6Hz), 7. 
25 (IH. d. J=8. 4Hz) . 7. 19 (IH, d, J=2. 7Hz) . 7. 00 (2H, d, J=8. 7Hz) , 6. 97 (IH, dd, J=8. 4, 
2. 7Hz) , 4. 98 (2H, s) , 4. 41 (2H. q, J=7. IHz) , 4. 42-4. 29 (IH, m) , 3. 88 (3H, s) . 2. 40-2. 2 
0 (2H, m) , 2. 01-1. 88 (4H, m) , 1. 83-1. 73 (IH, m) , 1. 42 (3H, t, J=7. IHz) , 1. 41-1. 25 (3H. 
ra) 

%mm 9 

2- {4- [2- (4 P D ^ai^yu) -5-7^ b^V^>'v^yU^^->] 7 

- \ --y u^^ci/ f\-^V-J ^ % ^ — )\^- ^ ~ ;vi^:ym.(OW^ 
Il»!)8-e#bnfc2- {4- [2- i,^-^ uny zj^z^jv) -5-p«h^i/ 

/U7f.ym=^^/^^^T/i^ (52g) ^ffiV^. ^»J2 i:|W11tcD;^Sfel^j; i^^Mib^i^ 
(44g, 11X^89%) $r#fco 
ilb^:248-249'C 
FAB-Ms:568(MH+) 

'H-NMR (300MHz, DMSO-d,) : 8. 20 (IH, s) , 7. 88 (IH. d. J=8. 7Hz) . 7. 85 (IH. d. J=8. 7Hz 
) . 7. 57 (d, 2H. J=8. 6Hz) , 7. 46 (2H, d, J=8. 6Hz) . 7. 44 (2H, d, J=8. 6Hz) , 7. 29 (IH, d, J=8. 

5Hz) , 7. 24 (IH, d, J=2. 6Hz) ,7.11 (2H, d, J=8. 6Hz) , 7. 06 (IH, dd, J=8. 5, 2. 6Hz) , 5. 04 ( 
2H, s) , 4. 26 (IH, m) , 3. 83 (3H, s) , 2. 38-2. 29 (2H, m) 

mw\ 1 0 

1 -i/:^ p^^v^/U- 2 - {4- [(E) - 2-731=^ yufn/u] y:ju=.ju} ^ 
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HJS^ll 1 ©Xg 3 T'# bttfc 3-T$y-4-iy^D ^^i/jvr ^ J 
^5^yU (500mg) iti'=5-)\^r (6ral) t:::^j9?U. tK^pT^ h7^^-4- 
;5^^/u-<:/*/^;!KT/W7'k K (397nig) Sr;!JP;t> MfCTi^^^^ tfc„ SJ^iS^ 
Tk^L. (2tnl) \Z.'m^\.fz.^^^-/Vu^^:y (259fflg) ;Sr*Px.. 

7i^rB^jt^Lfco sjs&^^^Tk^^b. 1 NTfc^^b:^ m; -^-i^ (o. imi) ^^ip 

(540mg. iIX^63%) S:#7t„ 
'H-NMR (300MHz, DMSO-dg) :8. 28 (IH, d, J=l. 4Hz), 8. 01 (IH, d, J=8. 7Hz) , 7, 90-7, 80 
(3H, m) , 7. 75-7. 65 (4H, m) , 7. 50-7. 25 (5H, m) , 4. 35 (2H, q, J=7. OHz) , 4. 31 (IH, m) , 2. 4 
0-2. 20 (2H, m) , 2. 00-1. 80 (4H, m) , 1. 63 ( IH, m) , 1. 40-1. 20 (3H, m) , 1. 36 (3H, t, J=7. OH 

z) 

%W\ 1 1 

\--y^ u^ii^-y)V~2- {4- [(E) - 2 - 7 31 ^/Vtf ^/U] ^ 

W^m \ 0-C'#bnfcl-i/^P^^V/U- 2- {4- [(E) -2-y:x.=.)V 
y:i,^M ^V9^ % 5 -•)3)VifsV^3uf-)V 3^7.7- )V (127mg) 

^fflv^, «0ij2 <!;|Bl#(^:^^t;:J;i9. ^Mfb-g^^^ (116rag, 1R^97%) 
|!!!,^[ : 300°CJJi± 
FAB-Ms:423(MH+) 

'H-NMR (300MHz, DMSO-de) :8. 25 (IH, s) , 7. 96-7. 29 (ISH, m) , 4. 33 (IH, brt) , 2. 41-2. 
23 (2H, m) , 2. 03-1. 78 (4H, m) , 1. 71-1. 59 (IH, m) , 1. 49-1. 20(3H, m) 

1 2 

mMmiRxj^2 tmm^Lxmmit^m (7oomg) 

FAB-Ms:413(MH+) 
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'H-NMR (300MHz, CDCl,) :8. 60 (IH, s) , 8. 04 (IH, d, J=9. OHz) , 7. 63 (2H, d, J=8. 4Hz) , 
7. 51-7. 32 (6H, m) , 7. 14 (2H, d, J=9. OHz) , 5. 16 (2H, s) , 5. 03-4. 89 (IH, m) , 2. 41-1. 63 ( 
8H, 111) 

mmmi 3 

'^jV^^y-Zyi %^-/—)V-'o-ti)Vif^VW. (70Gmg) ^ v?;^ ^^/VtJ^/^A T 5: K 

(lOml) i^^bT^^:^!^^ (108mg). 1 3 - (3-v^;<f- 

/l^T 5 y y D bVu) -fifVi^^Jyi % "^W^M. (390mg) , 1 - t K n ^^/^ h U 
Tl/-^K275mg) Ik-O- b ]) ai^yWT 5 V (0.3ml) Srj!)B;t^tai^Ti^^1ti^ Ulfeo 

m\t^m (571mg, 11X^81%) lr#fco 
Sll.'ri.:232-233'C 
FAB-Ms:412(MH+) 

'H-NMR (300MHz, CDCI3) : 8. 23 (IH, d, =1. 5Hz) , 7. 86 (IH, dd, J=8. 5, 1. 5Hz) , 7. 65-7. 
30 (8H, m) , 7. 13 (2H, d, J=8. 8Hz) , 5. 16 (2H, s) , 4. 93 (IH, quint, J=8. 8Hz) , 2. 40-1. 60 ( 

8H,m) 

1 4 

mwii tmmi^i^xmmit^^ (4oomg) ^#fc. 

FAB-Ms:394(MH+) 

^H-NMR (30GMHZ, CDCI3) : 8. 1 1 (IH, s) , 7. 68-7. 30 (9H. m) . 7. 13 (2H, s) , 5. 16 (2H, s) , 
4. 94 (IH, quint, J=8. 9Hz) , 2. 35-1. 60 (8H, m) 

mmm 1 5 
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u^yfjv^-yyyi (400mg) ^3i^;VT;V/3— (3ml) ^ tK 

(1.5ml) JC?i^L. hu^i^/U7^ym.m^ (141mg) RUMW (170mg) 

(312mg, JiX^71%) Sr#fCo 
illl^:225-226'C 
FAB-Ms:456(MH+) 

'H-NMR (300MHz, DMSO-de) : 8. 20 (IH, s) , 7. 50-7. 31 (9H, ra) , 7. 12 (2H, d, J=8. 7Hz) , 5. 
15 (2H, s), 4. 94 (IH, quint, J=8. 7Hz), 3. 61 (3H, s), 3. 40 (3H, s). 2. 41-1. 42 (8H, a) 

mmm le 

1 - i/^ a^drVyV- 2 - {4 - [{4- ( 4 -:7/U;3-p 7 -2-p<5=- 

Xgl : 4- (4 -:7/V;a-n7 3i — /W) -5-t Kp ^i^^ 5^/^- 2 
■XB^^ (Chem. Pharm. Bull., 43(6), 947, 1995) (D:^^^ J: ^ mUl^tz. 4 

- (4-:7/v;tp:7 3iriyw) - 2 -^^yu- s-f^ry— >'i';3t;/wjJ?v^^'3^>'U^ 

y^X/W (59g) ^xh7tKn79^ (700ral) Id^^ 7k^^T^ :^mitV^^ 
AT/^^-'>A (13g) ^jQxlSO^^WL^Co Sf&^Kl^TlC (13ml), ISroTK^^-fb"^ 
hiJ (13ml). tK (39ml) =SrIli»^. ^/f ffi L/c^^tl^WJ tfc, Ml^^WL 

m^mv. mmit^!^ (37g, 11x^71%) ^ntco 

'H-MR (300MHz, CDCI3) : 7. 60 (2H, dd, J=8. 7, 6. 6Hz) , 7. 11 (2H, t, J=8. 7Hz) , 4. 80 (2 
H,s),2.70(3H,s) 

Xig2 : 5-^ D ci7<^/l'-'4 - (4 -7yl^;^-p 73i^yU) - 2 - f- J\^^T 

^XaT-#^)tLfc4- (4 -7yw;^a7:r^7l') -5-t KPdri/7«^/L'-2 
-pff^/V^^ry— yW(37g)>£r;5' p P7iN;UA(500ml)t^:^j!i?bs*l'fbf-;i* = /l'(24ml), 
t-yv':^ (2ml) >&rAn;t> ^©T-3^Fflm#byto Rf&ISSr*7K{-li#\ :J'PP7i^ 
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m&MmLxmmit^!^ (29g, iix^76%) ^mc. 

'H-NMR (300MHz, CDCI3) : 7. 67 (2H, dd, J=8. 8. 5. 4Hz) , 7. 16 (2H, t, J=8. 7Hz) , 4. 79 (2 
H, s),2. 73 (3H. s) 

XUS : o^dfv'/W-a- {4- [{4- (4 -7/W;^o - 

4-pt^/i'- 5 -'^'Ti/y/v} h^i^] ^^^y-f $ ^i/— yu- 5- 

^)V^TV—)V {28g) S.t>*^ffi«^!l 3-e^#bnfc 1 -iXiJ' xi^^V)\^- 2 - (4 - 

t Kp^v'73:=yi')^vy^ 5: yi^- 5-;{7yi^jJ^~:/^^5^/u^;^x>'i^(36g) 
^fflv^. |lli0ij4i:P«<D^ife(::J:«3«®^k-a'«fei (6lg, W 100%) >Sr#fco 
.APCI-Ms:570(MH+) 

'H-NMR (300MHz, DMSO-de) :8. 25 (IH, d, J=l. 5Hz) , 7. 97 (IH, d, J=8. 7Hz) , 7. 86 (IH, d 
d. J=8. 6, 1. 6Hz) , 7. 74 (2H, dd, J=8. 8, 5. 5Hz) , 7. 62 (2H, d, J=8. 7Hz) , 7. 33 (2H, t, J=8. 
9Hz) , 7. 22 (2H, t, J=8. 9Hz) , 5. 41 (2H, s) , 4. 34 (2H, q, J=7. IHz) , 4. 31 (IH, m) , 2. 71 (3H, 
s) , 2. 40-2. 15 (2H, m) , 2. 05-1. 75 (4H, m) , 1. 55-1. 15 (3H, m) , 1. 36 (3H, t. J=7. IHz) 

%%m \ 7 

1 -i^^ p^df^^x/w- 2- {4 - [{4 - f^A:-y jvirxiy -2-:^f- 

HJg^l 1 6 1 - i^-i^ 2 - { 4 - [{4 - (4-7/^:^-0 

i/-/v-5 -^/UTl?:/^^^"/!^^^^?^/^ (60g) ^^v^, HWJ 2 |^a<o;^i£{^: 
itJ^M^k-a-i^ (39g. IR^69%) 5^#fCc 

il!^:196-198'lC 

FAB-Ms:542(MH+) 

'H-NMR (300MHz, DMSO-dg) : 13. 1 (IH, brs) , 8. 34 (IH, s) , 8. 29 (IH, d, J=8. 8Hz) , 8. 06 
(IH, d, J=8. 7Hz) , 7. 80-7. 72 (4H, m) , 7. 36-7. 31 (4H, m) , 5. 46 (2H, s) , 4. 38 (IH, m) , 2. 7 
2 (3H, s) , 2. 45-2. 15 (2H, m) , 2. 15-1. 95 (2H, m) , 1. 95-1. 75 (2H, m) . 1. 75-1. 55 (IH, m) , 
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1.55-1. 20 (3H,m) 

mmm i s 
%mm^ trnm^i^xmrnit-^m (sog) 

^iS^aii 9 

2- {4- Clf;^ (3 -7>'U;rn7 3:^>'l^) 7< h^i/] - 2 p 7^^ = 

xm.1 : 3, 3' -v'7/^;^P-<>Xt KP-zK^J^it 
•r^^i/l^AJt (35. 4g) OTHF (200ml) jl-a^MlJ: 3 !>5!l>T-ilrJP;t. 

3 -:7/U;rp -^P^^V-^:/ (250.0g) ©THF (1000ml) ^^SSr 2. 5 

^7K^b. (63. 2g) (D T H F (200ml) ^^^^ 1 HtrB^/5^itT?^T tfc„ 

mi-SJS^^?: 30 5^m#^x l&fPm'(bT^^^>>i»7K^?^ (700ml) ^tK^^^^^ 
T«STL. 7k (300ml) lO^mWLtZo W^Jl^TkSSr^ilb. tK®^ 

(156. 2g. lCi^99%) >lr#/Co 
^H-NMR (300MHz, CDCI3) : 7. 31 (2H, td, J=7. 9, 5. 8Hz) , 7. 15-7. 80 (4H, m) , 6. 97-6. 94 
(2H, m) , 5. 82 (IH, d, J=3. 3Hz) , 2. 30 (IH, d, J=3. 3Hz) 
XU2 : 3, 3' -i;^:7/u;i-p^i^Xt K©$^it 
B&Xg-C#bnfc 3, 3' -v^^yu^P^i^Xt KP-yi' (150.0g) (DYjv^l 
l^^W. (400ml) \Z., m.m.X'yf3-Jy (539mg) ^M^f^. Z-COmWiKUitf-:^^ 
)V (89. Ig) ^^j&T'lB#FBl;0^t-tMTL, 2 B^fHmti^ Lfc„ ^^X,\!Lfl 
5J:5{-MLs i.5^p^^i$Lfc„ l^'fb^;^^/^ (8. ig) ^^m^^T^. 30 
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@*L. *JS{b^#J (158. 2g, l|X^97%) 

'H-NMR (300MHz, CDCI3) -7. 32 (2H, td, J=8. 0, 5. 9H2), 7. 18-7. 10 (4H, m). 7. 01 (2H, t 

dd, J=8. 2, 2. 5, 1. 2Hz) , 6. 05 (IH, s) 

XU3 : 2- {4- [If;;?. (3 -:7/^;^p:7i^/b) ^ h:3riy] -2-yj\^:i- 

:3lri/:7a:=/l') ^^'i/^ 5 /l^- 5-;i{7/l^4?Vg^Jt:^/l'^;5^7'/^ (50g) RXJ( 

fijxmteij; «?#bttfc3, 3' - v?7yi/^n-<yXh: KU/^i^pU K (34g) 
v^. ^WJ4il^=^(0:;^feicJ:«9, mmit^^ (76 g, iDi^99%) ^#fc„ 

FAB-Ms:585(MH+) 

'H-NMR (300MHz, DMSQ-de) :8. 24 (IH, d, J=l. 4Hz) , 7. 98 (IH, d, J=8. 7Hz) , 7. 88 (IH, d, 
J=8. 7Hz) , 7. 56 (IH, t, J=8. 6Hz) . 7. 50-7. 40 (6H, ra) , 6. 82 (IH, s) , 4. 34 (2H, q, J=7. IHz 
) , 3. 95 (IH, m) , 2. 20-2. 10 (2H, m) , 1. 90-1. 80 (4H, m) , 1. 6 (IH, m) , 1. 35 (3H, t, 3=7. 2Hz 
), 1. 30-1.20(3H.mz) 

^mm 2 0 

2- {4- [ifT^ {S-7J\^:irny 3^=-;]^) p< h^^E^v-] -2-7/^^P73t = 

HWJl 9T'#bnfc2- {4- [f;^ (3 -7/1^:^-0 7 3in/U) ^ hdf^v^] 
- 2 —7/^:^0 7 — n i/ ;v^-y V f( \ /V— 5 — 

7f^vm^'f-}\^^^'rji^ (75g) ^^V^, ^WJ2 i:l^«(D;^felwJ;t). ^JKb-a^*^ 
(48g, Ii5i^62%) >^#fc„ 

11^^:242-243^ 

FAB-Ms:557(MH+) 

'H-NMR (300MHz, DMSO-dg) : 8. 29 (IH, s) , 8. 16 (IH, d, J=8. 8Hz) , 7, 99 (IH, d, J=8. 7Hz 
) , 7. 66 (IH, t, J=8. 7Hz) , 7. 51-7. 40 (6H, m) , 7. 30 (IH, d, J=12. IHz) , 7. 20-7. 14 (3H, m) , 
6. 88 (IH, s) , 4. 07 (IH, m) , 2. 40-2. 10 (2H, m) , 2. 00-1. 75 (4H, m) , 1. 70-1. 55 (IH, m) , 1. 
50-1. 15(3H,m) 

mmm 2 1 
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1 - i/^ u^^'f^yu- 2- (4-= h P ^ai^/i') ^- 
'm^mi bmm\^vx^m\\^^m (i2g) <^#fco 

2 2 

2- (4-T5y vi^i^^jv^:^)/-< ^■^:/—/l^-^- 
mMm2iX'nhfifz.i-''y^x2^y'^jv-2- (4-= h P^ainyw) 

yy( ^yi/—j\^-^-i]jvi^ly^=^f-J^^:^y-J\- (12g) ^T^h^tKn^y:/ 
(200ml) .^^/UT/W:^ -/K50ml) tC:^^ L.7. 5%/-? y l> Aj^*(50% wet. Ig) 

hyi^ h^riy^i^^^m^fl^^itL. rtuSr^^LT. mMit-k^ (llg, W 
98%) ^#fc„ 

'H-NMR (300MHz, CDCI3) :8. 49 (IH, d, J=l. 3Hz). 7. 95 (IH, dd, J=8. 5, 1. 3Hz) , 7. 50-7. 
40 (3H, m) , 6. 79 (2H, d, J=4. 6Hz) , 4. 97 (IH, quint, J=8. 9Hz) , 4- 40 (2H, q, J=7. IHz), 3. 
74 (2H, brs) , 2. 40-1. 60 (8H, m) , 1. 41 (3H, t, J=7. IHz) 
2 3. 

2- (4 -^:/i/^/^T5 y 73i=/w) - 1 -i/^ xn^:^^^]^^:yyy( ^ 

||J|«aj2 2-^#b^fcl-v'^n^yf^/U-2- (4-T5 /7cii::i/U) 

/U- 5 -*/U7i?V^:x^;Wa:;?^X/l' (300mg) Srl^Uv'^' (3ml)^ tJ' 
X2X2ir-)VK (3ml) fC^^U. mt^yy^^^^ (127rag) ^iP;t. ^fil^LT 30 ^Jj^li 

Jl-fb-a-i^ (403mg. JtK^100%) ^^fCc 

'H-NMR (300MHz, CDCI3) :8. 58 (IH, s) , 8. 00 (IH, d, J=9. OHz) , 7. 84 (2H, d, J=7. 5Hz) , 
7. 60-7. 40 (6H, m) , 7. 14 (2H, d, J=7. 5Hz) , 4. 84 (IH, quint, J=8. 7Hz) , 4. 41 (2H, q, J=7. 
5Hz) , 2. 20-1. 30 (8H, m) , 1. 41 (3H, t, J=7. 5Hz) 

mmm 2 4 
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yfjV^vV^ % '^y—jv- b - -ij ivi^l^Wi^^ jVaLT^f (200mg) SrffiV>, % 
mntW^<n>-)sm^^'0. ^fB^b-g-lb (I3img. i(x*70%) Sr^fco 

iil^,:300t:J^Jl± 
FAB-Ms:426(MH+) 

»H-NMR (300MHz, DMSO-dg) : 10. 75 (IH, s) , 8. 35 (IH, s) , 8, 15and7. 85 (4H, ABq, J=8. 9 
Hz) , 8. 10-7. 98 (4H, m) , 7. 70-7. 55 (3H, m) , 5. 02 (IH, quint. J=8. 7H2) , 2. 36-2. 15 (4H, 
m) , 2. 14-1. 95 (2H, m) , 1. 80-1. 62 (2H, m) 
%W\ 2 5 

2- {4- [3- (3 -i^ p n ^a^^yw) y^^J^^y^ y^z^/u) -i-iy^ 

mMmiX*'^ibtifc2- [4- {3-zfn^y:x./ei-iy) yaL=^/u2 - 
^ a^^iz/U^l^y^i $ /u- 5 -;i7/W7j?V^a:f^7Vji^7^/W (65g) RXJ^3 

-^uny ^^;vi^xiym (23g) Srffiv\ 5 i «9 , ^m\t 

(59g, 11X^85%) Sr#fCo 
'H-NMR (300MHz, CDCI3) :8. 51 (IH, d, J=l. 8Hz) , 7. 99 (IH, dd, J=8. 7, 1. 8Hz) , 7. 71-7. 
55 (4H, m) , 7. 51-7. 43 (2H, m) , 7. 43-7. 27 (4H, m) , 7. 19 (IH, d, J=8. 4Hz) , 7. 12 (IH, m) , 4. 

41 (2H, q, J=7. 2Hz) , 4. 39 (IH, m) , 2. 42-2. 22 (2H, m) , 2. 03-1. 87 (4H, m) , 1. 79 (IH, m) , 1. 

42 (3H, t, J=7. 2Hz) , 1. 39-1. 29 (3H, m) 
%mM 2 6. 

2- {4 - [3- {z-'^ nuy zslz:^)V) y^^/^i/^ y 3^=.)V\ -i-i^^ 

IIM2 5T'#P>tl^c2 - {4- [3- (3-r^P P7i^/k) ^^i/^i/] 

(59g) <SrfflV^. ^^m'i. }lWm<0-)5m-^i^ 9 . ^M^b-e-'fe (43g, IR^76%) 

il!6^.:253-254'C 
FAB-Ms:523(MH+) 

^H-NMR (300MHz, DMSO-dg) : 12. 82 (IH, brs) , 8. 24 (IH, d, J=l. 3Hz) , 7. 98 (IH, d. J=8. 
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7Hz) , 7. 89 (IH, dd, J=8. 7, 1. SHz) , 7. 78 (IH, s) , 7. 72 (2H. d, J=9. 7Hz) , 7. 70 (IH, m) , 7. 
64-7. 42 (5H, m) , 7. 25 (2H, d, J=8. 7Hz) , 7. 20 ( IH. m) , 4. 33 (IH, m) , 2. 39-2. 17 (2H. m) , 2. 
00-1. 76 (4H, m) , 1. 65 (IH, m) , 1. 50-1. 22 (3H, m) 
MMm 2 7 

2- [4- {3-T± Y^iyy 3L=^;\^:^^i^) y^.—ii^'] -l-v'^P^^i/ 

^iS^fiJl i:P«{^LT*JSfb^#> (87g) 
HJS^^J 2 8 

1 -i/^ p^^v//i^-2- [4- (3 -k KP=^v'7 3i=y^;^-^v') 

Iliiif»j2 7T-#bnfc2- [4- (3 -T-fe b^i^^a^yW^^-drV) 

(87g) §r^^>'I^T/l'='— (250inl). "ThytKa^^i^ (250ml) 
i^^;i7y (31g) ^;!]q;t. ^i^lcx so Ufc„ ^^i^^JtSUL. it^^Sr 

miEMLfCo am(^7K^;!jn^. 2N:S^T't^^L. WttJ b/c^B^^^t© LT^M 
^b-a-i^ (78g, W97%) ^#fc. 

^H-NMR (300MHz, DMSO-dj) : 9. 71 (IH, s) , 7. 98 (IH. d, J=8. 7Hz) , 7. 87 (IH, d. J=8. 7Hz 
) , 7. 68 (2H, d, J=8. 6Hz) , 7. 24 (IH, t, J=8. IHz) , 7. 18 (2H, d, J=8. 6Hz) , 6'. 63 ( IH, d, J=8. 
IHz) , 6. 57 (IH, d, J=8. IHz) , 6. 51 (IH, s) , 4. 38-4. 23 (IH, ra) , 4. 35 (2H, q, J=6. 9Hz) , 2. 
36-2. 18 (2H, m) , 1. 99-1. 78 (4H. m) . 1. 71-1, 59 (IH, m) , 1. 45-1. 20 (3H. m) , 1. 36 (3H. t, 
J=6. 9Hz) 

w^m 2 9 

1 n^5^ri/>'U- 2- {4- [3— {A- \f )) ^'JjV :^ Y ^^y) y :x.::^/U^ 
mMM2 8X*^^tltcl-i^^ [4- {3 -h zr. 

(78g) ^i^/f-JUyi-^jUJ>.T^ K (BOOml) tC^^L. tR/^T^ tK^^L-^MJI^A 

(60%?fltt> i4g) ^m^. Mmzx imr^mwi^tLo k^&^ssttkj^l. 4-iJ'u 
u;^f-ju\^vi^ym.m^ (29g) ^m^io^mwLfz^. ^m.x^^mwLtc, 
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b^bLT. ^Mit^m (77g, 11X^82%) ^#fc„ 

'H-NMR (300MHz, CDCI3) :8. 63 (2H, d. J=6. OHz) , 8. 51 (IH, s) , 7. 99 (IH, d, J=8. 7Hz) , 

7. 66 (2H, d. J=8. 7Hz) , 7. 62 (2H, d, J=8. 7Hz) . 7. 36 (2H, d, J=8. 7Hz) , 7. 31 (IH, t, J=8. 2 
Hz) , 7. 26 (IH, s) , 7. 16 (2H, d. J=8. 7Hz) . 6. 79-6. 70 (3H. m) , 5. 09 (2H, s) , 4. 47-4. 31 (l 

H, m) , 4. 42 (2H, q, J=7. OHz) , 2. 42-2. 22 (2H, m) , 2. 04-1. 71 (5H, m) , 1. 45-1. 25 (3H, m), 

I. 42(3H, t. J=7. OHz) 

mw\ 3 0 

1 - i/^ p-^driX/^- 2 - {4- [3- (4 - v^/t/^ h^v') 

mMm2 9X'nhintzl-iyi!7 {4- [3- (4-t°yv^/u 

(60g) t:m^\ mmm2 tmm<D:^m^^ ^^Mit^!^ (54g, IR 

$75%) ^mtz. 

iil!^.:235-237t: 
FAB-Ms:520(MH+) 

•H-NMR (300MHz, DMSO-dg) : 8. 58 (2H, d. J=6. OHz) , 8. 23 (IH, s) , 7. 96and7. 86 (2H, AB 
q, J=8. 7Hz) , 7. 68and7. 17 (4H, A' B' q, J=8. 7Hz) , 7. 44 (2H, d, J=8. 7Hz) , 7. 39 (IH. t, J= 

8. 3Hz) , 6. 90 (IH, d, J=8. IHz) , 6. 84 (IH, s) , 6. 75 (IH, d, J=8. IHz) , 5. 22 (2H, s) , 4. 40- 
4. 22 (IH, m) , 2. 40-2. 19 (2H, ra) , 2. 00-1, 80 (4H, m) 

2 4 1 

2- {4- [2- ( 4 - iJ' P P 7 ct ::^/t^) - 5 - ;< h ^ ^ i^^^^ :t ^ i^l 7 

3- 7< h^v'-O'Xry^T't K (15g) -k^m. (75ml) mW. (15ral) 
iC^i^Ufc*^ (5.7ml) ^JiTts ^^^TMm^UfCo Kf&J^lCTK (150ml) 

^;!jdx.. ^fWLfcl^^B^ig®, im^. ^Mit^m (2ig, ilx$88%) 
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*H-NMR (300MHz. CDCI3) : 10. 31 (IH. s) , 7. 52 (IH. d, J=8. 8Hz) , 7. 41 (IH. d, J=3. 3Hz), 
7. 03 (IH, dd, J=8. 8, 3. 3Hz) . 3. 48 (3H, s) 

1LU2 : 2- {^-■^ uu-y z^^)V) - 5 h^^i/^yXT^^x t KoS!i5i 
StiXaT-^tfcHfc 2-:/c3^- 5 h#v-<>'XT7i-Tt K (lOg) ^fflV^, 

%%m 5 b nm<D:>sm-!^^ ^ > ^mit-km dig, nx^ 96%) 

'H-NMR (300MHz, CDCI3) :9. 92(1H, s), 7. 50 (IH, d, J=2. 6Hz), 7. 48-7. 14 (6H, m), 3. 9 
0(3H,s) 

TMZ : 2- (4 -^n 0 73^-/1') -5-p« h ^V^yv'yWT/Va— yKOS^ 

it 

BijXaT'#btlfc2- (4-^pn7^^/W) - 5 h'^v'^^'XT/W-r t 
K (lOg) J|r-rh7tKP77:^ (30ml) 1^:^11? rtb^Ttcm-fb* 1^^':^ b!) 
A (620mg) St'T tVUT/U^— (50ral) Lfc^iOl^MT 1 ^Fb^ 

Lfco rtL^. p<i5'y*->'Ui:7K(0^1-^iS<t «9S'^^L-C*M^b-a-ife (9. 2g, W 
91%) ^#fCo 

'H-NMR (300MHz, CDCI3) : 7. 37 (2H, d, J=8. 6Hz) , 7. 27 (2H, d, J=8. 6Hz) , 7. 17 (IH, d, J 
=8. 6Hz) , 7. 1 1 (IH, d, J=2. 6Hz) , 6. 89 (IH, dd, J=8. 6, 2. 6Hz) , 4. 57 (2H, s) , 3. 86 (3H, s) 
X^4 : 2- (4-^on7i-/>) -5-7« h ^i/^i^v'/l'iJ' p !) K<^$j5g 
irXg-C'#bi^^c2- (4-^PCi7ai=/^) - 5 h^^X^^'v'/l'T/l'a 
-/I' (20g) ^g^^jnf^/U (100ml), t'Dv^i^ (0.5ml) (C^)^ mt^^i'^/l' 
(11ml) ^?STL 1 B#FBlS#bfc„ SJ^;;^{C7R^AP;t. i^^^^^/WT'ttW bfc„ 

'H-NMR (300MHz, CDCI3) : 7. 43-7. 29 (4H, ra) , 7. 17 (IH, d, J=8. 6Hz) , 7. 05 (IH, d, J=2. 
6Hz) , 6. 96-6. 89 (IH, m) , 4. 46 (2H, s) , 3. 86 (3H, s) 
XU5 : 2- {4- [2- (4 -i? P p':7 3^=/u) -5-^ h ^ i/^>'v^/^;^ 
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K (4.og). mMms tmm\c\^xnhfitii-iyi^ (4-t k 

u^i/y aL:^;u) ^yV^ ^^^/—ju- 5-:i3jV!;r^iy^;^^/i-^p^'rj\^ (5.0g) 

^m^mmm4 tmm<D:^mi^x<o. mm\t^m (e.og. jix*72%) 

'H-NMR (300MHz, CDCI3) :8. 48 (IH, s) , 8. 00-7. 93 (IH, m) , 7. 68-7. 62 (IH, m) , 7. 54(2 
H, d, J=9. OHz) , 7. 41-7. 16 (6H, tn) , 7. 04-6. 93 (3H, m) , 4. 97 (2H, s) . 4. 36 (IH, m) , 3. 94 ( 
3H, s) , 3. 87 (3H, s) . 2. 39-2. 21 (2H, m) , 2. 02-1. 88 (4H, m) , 1. 85-1. 45 (4H. m) 

mmm 242 

2- {4- [2- nxny 3^::^jV) -5-^ V^i/^l^i^ f^:^^'^'! 7 

mm 

mMM2 4 1-C#p3nfc2- {4- [2- {A--^ uny a^:=.jV) 5 - ^ h 

-l3iVifsy^:^^)VaL:^=fiV (S.Og) ^SrffiV\ %W\2 tWm<Ol5'^\a.'0 . ^ 
m\^^m (5. Ig, IR'^98%) ^#fCo 
APCI-Ms:568 (MH+) 

'H-NMR (300MHz, DMSO-dg) :8. 30 (IH, d, J=l. 4Hz) , 8. 24 (IH, d, J=8. 7Hz) , 8. 03 (IH, d, 
J=8. 7Hz) , 7. 72 (2H, d, J=8. 7Hz) , 7. 51-7. 39 (4H, m) , 7. 34-7. 18 (4H, m) , 7. 1 1-7. 03 (IH, 
m) , 5. 08 (2H. s) , 4. 35 (IH. in) , 3. 83 (3H. m) , 2. 40-2. 18 (2H, m) , 2. 10-1. 96 (2H, m) , 1. 93 
-1, 78 (2Hm), 1.72-1. 18 (4H,m) 
%%m 2 4 3 

2- {4 - [3- (4-:i'D n ^ai^yV) t° y ^JV- 2 -4 )\^:^ h^i^] 7ac 
- 1 -^y{7 xi^^-y)\'^yV^ /w- 5 -^/wd?>'^j^^>'UJi;^x 

3- t Kn=^->t°=i y :^i^(l.Og)^p<i5'y-yKlOral)(cML.Ji6Si?(l.Oml) 
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'H-NMR (300MHz, CDCI3) "• 10- 63 (IH, s) , 8. 28 (IH, dd, J=3. 7, 1. 8Hz), 7. 47-7. 35 (2H, 

m),4.06(3H, s) 

HSxm-e#btlfc3-t Fu^v-fa y (710mg). b y 3^ 

f-zWT^:/ (0.77tnl) ^i^^uti/^y (7ml) {C^lHU 7lc;^T> hVy/l^:tu 
:^9^y7.)Vi!r^:ymMiif^^ (0.86ml) ^lr^qx:fc„ SJf&^^^i&J-ML^ 2 NFPpl^i^^ 

^.imm'^^^-^^y^j^x^mM\^t^. ^mw^^m (i.2g, iix^ 

90%) ^#fc„ 

'H-NMR (300MHz, CDCI3) :8. 80-8. 73 (IH, m) , 7. 75-7. 70 (IH, m), 7. 63 (IH, dd, J=8. 2, 
4. 5Hz),4. 05 (3H, s) 

-;i7/V'2jfV^>^7Vcc;5^x/V (1. 2g) ^ffiV^,^Wi 5 i: i "9 ^ ^ 

M^b-a-^^ (728mg, HSLm 69%) *#fCo 

^H-NMR (300MHz, CDCI3) :8. 73-8. 66 (IH, m) , 7. 77-7. 68 (IH, m) , 7. 49 (IH, dd, J=7. 8, 
4. 5Hz) , 7. 46-7. 37 (2H, m) , 7. 32-7. 23 (2H, m) . 3. 80 (3H, s) 

Xig4 : [3 - (4--? P P7a:=yU) fc'y i;':/- 2 --f/l'] ^ /K^^lt 
HtIX@T'#^)tiyc: 3- ( 4 - D n :7 ^/l-) \i° ]} 2 - jtj /U:^^^^^ 

)V=s.:k't}\' (720mg) ^-r h^t Kd:77:/ (lOmi) \zMU\^%''^\^t^o :ittl-7K 

*<t: y 5" iJ' 5: .i. (I60mg) ^AP^. If^TO*^ byt„ S^&Mf-^ Ttc (1. 6ml) , 
15%7K^^b':^^y !>i=. (1.6ml). tK (4.8ml) ^JlS?!^;!)Px:. ^^ife^WJL-C^JE 
M!^ bfc„ aSSr y ^jvy y y'y xi-^ V^yy A- ^mW^Wk n-^dri^ 

> : g^^zn^/L,= 1 : 1) T'i^^LT, SM^b-^-t^ (208mg, 32%) ^#7t„ 

'H-NMR (300MHz, CDCI3) :8. 60 (IH, dd, J=4. 8, 1. 5Hz), 7. 60-7. 55 (IH, m) , 7. 40-7. 48 

(2H, m) , 7. 29-7. 36 (IH, m) , 7. 27-7. 20 (3H, m) , 4. 63 (2H, s) 
Xig5 : 2- {4- [3- ( 4 - p p 7 :i: =y>) tf y v^:/- 2-'!'/^^ N=¥ 
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mxux^n^fitz [3- (4-i?pa73i-yp) t°y f/w] 

— /l^ (200mg) Sr^DP^^yUA (3ml) IC^j|?L. iiik^;^--/^ (0.13ml). t'D v> 

M,r^ K (3ml) i^^^iiL> mMms i:mmk^i.xm^inrz.l-i^^cl^^iy/u- 
2- (4 - t Kn^i/73:=/U) ^yy— /V- 5 

(232mg). mm^V^J^ (250mg) ^;!]P;i. SO^CT? 3 Nprsl^^ LfCc Rft^W 

P-rhi5^77^ - (M^^SI n-^^^y : mm^^'^Jl^^ 1 : 2) T-»jKb> 
it'^m (246mg, IK^ 68%) <lr#fco 

'H-NMR (300MHz, CDCI3) :8. 71 (IH, dd, J=4. 7, 1. 4Hz), 8. 49 (IH, d, J=2. IHz), 7. 96(1 . 
H, d, J=10. 2Hz) , 7, 71-7. 62 (2H, m) , 7. 53 (2H, d, J=8. 7Hz) , 7. 45-7. 34 (5H, m) , 7. 04 (2H, 
d, J=8. 7Hz) , 5. 14 (2H, s) . 4. 48-4. 29 (3H. m) , 2. 38-2. 19 (2H, m) , 2. 02-1. 22 (1 IH, m) 

mmm 244 

2- [4- (2-yn^-5- t e r t h df^ v';*/^Ji?— /U^i^v'/l^;^dr'» 

Xig.1 : 4-"/n^- 3 t e r t - y^f^/l'^^J^x/KOiijt 
4 -:/d^- 3 - ^ (25 g ) ^ v=i? P p ;^ ^ (200ml) {^M 

mcUr^^^) }V (12ml). v^pif-yu^/UAT ^ K (««:) SrJPx.. ^M-e 2 ^Fb^ 
^^Lfc„ ^i^^^M* bX^jt^r h 7 t Kp7 7^^ (200ml) JC^^^LtK^^ 

L^to :ittfc. X b7t Y^yy^y (isoml) J::^^L:t;&y t e r t 

@*b. mmit^m (27g, iix^85%) ^#fce 

'H-NMR (300MHz, CDCI3) : 7. 83 (IH, d, J=2. 2Hz) , 7. 67-7. 53 (2H, m) , 2. 43 (3H, s) , 1. 5 
8(9H, s) 
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Iig2 : 2- [4- (2-:/p^-5- t e r t h dri^:<?/l'/J?=/P'<>v? 
;V:t=3ri/) ^a:— /V] - 1 -^/^ D^drv'/W^>'y'^ ^ yu- 5 -;*7/W2H:^ 

BtiXmx-#btlfc4-:;^n*- 3-p<^/V^l.*^- t e r \.-'ff-)V:x-:^=T 
IV (7.0g) &t5||i(&^i3il^^{rb-C#P>tLfcl-i^iJ'P--^i//I^-2- (4- 

(6.3g) ^Jg^j4 t|^«<^:;^j5fe{Cj;i9. ^Mib-a-tJ (8.8g, JR^ 77%) 

•H-NMR (300MHz, CDCI3) :8. 49 (IH, d, J=l. 5Hz) , 8. 21 (IH, d, J=2. IHz) . 7. 97 (IH, d, J 
=10. 2Hz), 7. 82 (IH, d, J=10. 2Hz), 7. 71-7. 58 (4H, m) , 7. 16 (2H. d, J=8. 7Hz), 5. 23 (2H, 
s) , 4. 38 (IH, m) , 3. 95 (3H, s) , 2. 40-2. 23 (2H, in) , 2. 04-1. 90 (4H, m) , 1. 84-1. 73 (IH, m) , 
1.59(9H, s), 1.44-1. 27 (3H,in) 
mm 2 4 5 

2-{4-[5-tert-7' )V-^^:=.)V- 2 - (4 - i? n p ai^^yl-) 

4 4T'#btifc2 - [4- (2->^P^- 5- t e r t Y^-y^ 
- 5 -•)3)Vif^y'^:^ f-;vau7.'r;\^ (4. 5g) iSrffiv>, mW\ 5 i l^^©;&-fefc J; «? , 

aM<l^-^i^ (3.6g, 11X^76%) ^#fc„ 

'H-NMR (300MHz, CDCI3) :8. 48 (IH, s) , 8. 27 (IH, d, J=l. 8Hz) , 8. 04 (IH, dd, J=7, 9, 1. 
5Hz) , 7. 96 (IH, dd, J=7. 0, 1. 5Hz) . 7. 65 (IH, d, J=8. 6Hz) , 7. 55 (2H, d, J=8. 6Hz) , 7. 43- 
7. 32 (5H, m) , 7. 01 (2H, d, J=8. 6Hz) , 4. 99 (2H, s) , 4. 43-4. 29 (IH, m) , 3. 95 (3H, s) , 2. 41 
-2. 21 (2H, m) , 2. 02-1. 89 (4H, in) , 1. 82-1. 73 (IH, m) , 1, 62 (9H, s) , 1. 46-1. 28 (3H, m) 
2 4 6 

2- (4- [ 5 -;^/'W^>v'- 2 - (4 -iJ' n P:7izi/U) 

%W\ 2 4 5 -C# bnyt 2-{4-[5-tert-:;^ V^-y)3 )Vifs=.jV- 2 
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^y^/-/!'- 5 -;^7>'V:?i?:^i?p<f-/^^;=^x/v (3.5g) ^v^i^pn^^?:/ 

(35ral) (35ral) $r X^t^T' 1 ^fsiaif tfc„ S 

i&?^^^jE^i«i ait ^i^i?^ 5^/1^ LT . 4 N m.m-mn^^T/^^m x.. 

^ftatfeiig^^^i^. i^EEISi^L-C^S^b-a-i^ (3.3g, 11X^97%) ^mco 

'H-NMR (300MHz, DMSO-dg) : 8. 33 (IH, d, J=l. 5Hz) , 8. 29 (IH, s) , 8. 24 (IH, d, J=l. 8Hz 
) , 8. 09-8. 00 (2H, m) , 7. 74 (2H, d, J=8. 6Hz) , 7. 61-7. 44 (5H, m) , 7. 24 (2H, d, J=8. 6Hz) , 
5. 19 (2H, s) , 4. 36 (IH. m) , 3. 93 (3H, s) . 2. 37-1. 21 (lOH, m) 
^Ji^aj 2 4 7 

2- {4- [2- (4 a O 7a.:=^yW - 5 - ?i /l^^l^i^JV 

mMM2 4 6X*'^btlfz2- {4- l5-^JU:^^i^- 2- (4-i5^PP73i 

^-•^ )Vifs-y'^:^=f-)Va:-7.'f (400mg) ^v^^np^^J'y (5ral) KW. 

mcur^^") (0.08ml). v^^^^/vjj^yi^AT^ K mWiA) ^;bnx.^m-e 
2 ^fm^ bfco Sf£:?S^^icl±igiii v^i^' P P ^ :/ (5mi) \z.mm Lfc. 

40%^ ^/l^T $ ^^tK^IK (5ral)> -r hyt Kp7 7> (5ml) ©51^^?^ 

ai-xyU-T?ig^>fbLfc„ rtb^ii^. ^JEltjliLT^M^b^tl (335mg, IR* 86%) 

^H-NMR (300MHz, CDClj) :8. 47 (IH, s) , 8. 06 (IH, d, J=l. 8Hz) , 7. 96 (IH, dd, J=8. 6, 1. 
5Hz) , 7. 82 (IH, dd. J=8. 2, 2. 2Hz) , 7. 64 (IH, d, J=8. 6Hz) , 7. 54 (2H, d, J=9. OHz) , 7. 44- 

7. 31 (5H, m) , 6. 99 (2H, d, J=9. OHz) , 6. 35-6. 26 (IH, ra) , 5. 00 (2H, s) , 4. 35 (IH, m) , 3. 95 
(3H, s) , 3. 05 (3H, d, J=4, 8Hz) , 2. 40-1. 24 (lOH, ro) 
%%m 2 4 8 

2- {4- [2- {4-'!f xi^ay au:=.}V) - ^ - :^'^-j\^-)3 }V/<^^y{ }V^:yi>;V 
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^1i^j2 4 7X-#bttfc2- {4- [2- {4 - ■i' u X2 y zr. - 5 - p< ^ 

y^-5-:*/^#:/^p«f^/^^;^•r>'^ (l50mg), xhyt Kp77^^ (2inl) 
fflV\ Ilii^j2 ftmit^^ (141mg. J|X^90%) Sr#fco 

APCI-Ms:594(MH+) 

^H-NMR (300MHz, DMSO-dg) :8. 65-8. 58 (IH, m) , 8. 27 (IH, d, J=l. 5Hz) , 8. 21 (IH, d, J= 
8. 2Hz) , 8. 15 (IH, d, J=l. 5Hz) , 8. 05-7. 90 (2H, m) , 7. 70 (2H, d, J=8. 6Hz) , 7. 56-7. 43 (5 
H. m) . 7. 21 (2H, d, J=8. 6Hz) , 5. 14 (2H, s) , 4. 34 (IH. m) , 2. 81 (3H, d, J=4. 5Hz) . 2. 39-1. 
19 (lOH, m) 

mmm sse 

2- [4- (2 --/P^- 5-= h P'<>'v'>'>;t^i/) - 2 -7/W;^-d 7 ai = 

j^m(D2-yo^--5-=^hv2Yjuz:^y^mmtmm oomi) \zmm\^. n- 

Zfu^^^y^'i^m-f^ K (2. 9g), N. N' -ry t'^-)' y:/f-P^ h (228ing) 

K (30ml) iZ^Ml^. mMM3 tmmz^Xn(btlfz.2- (2-y/U:tci- 4- 
m.:^=}-)V:t.7.y',V (3.8g). BMU y [>A (3. 8g) -^Mtl SO'Cf 1 BtFB^^M^LfCo 

'yz^^n-^V'ifyy A- (n— ^:3r1hi^ : |^^^f-/i-= 1 : 1) T'ffiilL. 
-g^t) (3.7g. J|X$61%) ^#fCc 

iH-NMR (300MHz. CDCI3) : 8. 55-8. 45 (2H, m) , 8. 15-8. 05 (IH, m) , 7. 99 (IH, dd, J=8. 6H 
z, 1. 5Hz) , 7. 70-7. 55 (2H, m) 7. 05-6. 85 (2H, m) , 5. 24 (2H, s) , 4. 06 (IH, m) , 3. 95 (3H, s) , 
2. 35-2. 15(2H, m), 2. 05-1. 85(4H,m), 1. 80-1. 70(1H, m), L 45-1. 20 (3H, m) 
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^mm 3 3 7 

2- [4- {2- (4--i^ auy^^^j]^) - 5 h -2 

|lli|«Sj3 3 6-T?#bti;fc2- [4- {2--:fn^-^-=-V^^>^Jf\^:^^iy) 
- 2-y J\^:^ny s.:^jV'\ — 1 - v'^ P^dri<'7l/-^>'y^ 5 5 -^/W 

Ji?:/^^^/^:!^^^/^ (2.0g), 4 - n D :7 31 P (590mg). 

:AY^)y ^=:-jVi!rs7.y A^y^'^y^y^ (396mg) ^v^p< hdrv-i^^V- (40ml) {C^ 
^^U. lafPSWTK (20ml) ^JP;i. 1 P#FBl»3t»^Ufc„ Sf&^^^S^y^ LT. tK 

ili^SLfCo aS^^v^y ^'i^/l'^^ -yv^^iJ' P-^ (n-'^^JS^i^^ : g^i? 

:3^^7U=2:l) T*mMb. ^M^b^^fe (1. 9g. IR^ 90%) Sr#fco 

'H-NMR (300MHz, CDCI3) :8. 55(1H, d, J=2. 3Hz), 8. 49(1H, d, J=l. 4Hz), 8. 29(1H, dd, 
J=8. 4Hz, 2. 3Hz) , 7. 98 (IH, dd, J=8. 6Hz, 1. 5Hz) , 7. 60-7. 30 (6H, m) , 6, 85-6. 70 (2H, m) , 
5. 03 (2H, s) , 4. 02 (IH, m) , 3. 95 (3H, s) , 2. 35-2. 10 (2H, m) , 2. 05-1. 70 (5H, m) , 1. 40-1. 
20(3H,m) 
%m\ 3 3 8 

2- [4- {5-T?y-2- {A.-'^ nxiy a:.=^)V) ^y^J)Vir^-y\ -2 

HifefilS 3 7 2 - [4- {2- (4-^PP7:jiri;l.) -5--h 

D^i/v?/u;^dE^v'} -1-y jvirxiy :sL=^jv'\ - x-i/'^; n^^i/jv^yV ^ ^ 

j^^/^,V-^--)3)Vifsy^^^}VaL7.^,V (l.9g) (40ml) l^M 

*l^bl|-;^X- -TKfpi^ (3.5g) 30^»i^«SLfCo SfS:^%^£E 

«i^L. 4N-;!k^^b-^ i:7ASr;!lPx.. ^ p PTj^/UAT'tttti bfeo *il^Sr2N- 

(l.Sg. 11X^82%) ^#fc„ 

»H-NMR(300MHz,.CDCl3) :8. 49 (IH, d, J=l. 2Hz), 7. 98 (IH, dd, J=9. 0, 1. 5Hz), 7. 66(1 
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H, d, J=8. 7Hz), 7. 49 (IH, t, J=8. 4Hz). 7. 40-7. 20 (3H, m), 7. 13 (IH, d, J=8. IHz), 6. 92 ( 
IH, d, J=2. 7Hz) , 6. 85-6. 65 (4H, m) , 4. 92 (2H. s) , 4. 03 (IH, ra) , 3. 95 (3H, s) , 3. 82 (2H, b 
rs) , 2. 30-2. 10 (2H. m) , 2. 05-1. 80 (4H, m) , 1. 80-1. 70 (IH, m) , 1. 40-1. 10 (3H. m) 
3 3 9 

2- [4- {2- {4 -i' 0X2^3^:^/1^) -5^ ( 2 y fP U i^:/- 1 
-^ji^) -7.~-7 jv-^n-y - i - v'^ P^df^v'/v^:/ 

%%mz 3 8T'#btlfc2- [4 - {5-r$y-2 - ( 4 - P p 7 ai^yu) 

V—JV-^-iJj\^'^V'^:^'f-)V=^:^7-A' (500mg). Y3^f-J^r%y (0.14ml) 
^^nuTt^jVJ^ (5ml) {C^ililL. ^^T. Ttj|R©i5^ PPSS^iJ' P y K (0.1ml) 

^^6<lrv^^5"/^J^^/^i^T5 K (6ml) \z.mM\^. V ^ (244mg) ^;!]Dx. BOt: 

-g-t? (502mg, 11X^89%) ^#fc„ 

'H-NMR (300MHz, CDClj) 'A. 89(1H, d, J=L 5Hz), 7. 98 (IH, dd, J=8. 6Hz, 1. 6Hz), 7. 72 
(IH, d, J=2. 2Hz) 7. 75-7. 65 (2H, m) , 7. 49 IH, t, J=8. 3Hz) , 7, 45-7. 20 (5H, ra) , 6. 85-7. 6 
5 (2H, m) , 4. 99 (2H, s) , 4. 10-3. 85 (6H, m) , 2. 66 (2H, t, J=7. 8Hz) , 2. 30-2. 15 (4H, m) , 2. 
00-1. 85 (4H, m) , 1. 80-1. 70 (IH, m) , 1. 45-1. 20 (3H, m) 
mm 3 4 0 

2- [4- {2- (4-i^ PP73i=/W -5- (2 -:t^y fP y 1 
^ife«Sj3 3 9X♦#e>^^fc2- [4- {2- U-^^^ xiuy -5- (2 

(200mg) <^ffiVN^ife0i|2 <tll^<^;^jfet^J; t). mmit^^ (182mg. IR^ 8736) 
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Ms:638(M+l) 

^H-NMR (300MHz, CDClj) :8. 28 (IH, d, J=l. 3Hz), 8. 10 (IH, d, J=8. 7Hz), 8. 05-7. 90(2 
H, ra) , 7. 77 (IH, dd, J=8. 4Hz, 2. 2Hz) . 7. 61 (IH, t, J=8. 5Hz) , 7. 55-7. 35 (5H, m) , 7. 00-7. 
20 (2H, m) , 5. 09 (2H, s) , 4. 06 (IH, m) , 3. 90 (2H, t, J=6. 9Hz) . 2. 60-2. 45 (2H, m) , 2. 30-2. 
00 (4H, m) , 1. 95-1. 75 (4H, m), 1. 70-1. 55 (IH, m). 1. 45-1. 15 (3H, m) 
llliM3 4 0^(O2 

5-^ ho^^XT/vf t K (lOOg) (Dl, 2-'J;i h^'y^-f 
> (1000ml) ^mi^. 4--^ viuy ^ru^jVTf^ni^m. (93g). \f Y 3 y :^:^JVT}r. 

^ ^/^•7v'•>i^(II)v^^5' P y K (380mg). mkii^Mi- Y V (68g), tK 
(500ml) 1 nmmm\^tLo^^M^ 50'C^T-?&*PL.@^^^f-yKl000ml) 

Mxim^t^co i^m^^ni^x. wss^tk (5ooini). imm^t-rv)) 

Tk^Jg! (SOOml), tK (500ml). 28%r:/^ = T7K (500ml)> tK (500ml), 2Nit^ 
(500ml). m^^mii^ (500ml) Tjjfcr^b. ^Tk^Sif-^ i^^^ v' -AT'l^jS LTMJE 

Mtfcc ^^^v'-f y:/p tvui-T'/w (5oomi) ^c^^LT^i®^^ ^jei^^l 

^M^k-a-!^ (120g. )tX*85%) 
»H-NMR (300MHz, DMSO-dg) : 9. 92 (IH, s) , 8. 61 (IH, d. J=2. 5Hz) , 8. 53 (IH, dd, J=2. 6H 
z, 8. 5Hz) , 7. 82 (IH, d, J=8. 5Hz) , 7. 64 (2H, d, J=8. 7Hz) , 7. 59<2H, d, J=8. 7Hz) 
1M2 : (4' xivi- A-=^yx2-}fy zr.=^;V-2-^ 9 J ^JV(0 

K (I20g) (Dy-Vy^ Y^yy^-y (900ml) mWi-^. 7K^'ft;*l>^-:^ K y (47 

g) o2-yp^NV-/w (600ml) il^s^K^^7K^^T^ 7o^T'?STtfco 

^iar-miiajt^^l^L^ tK^^T. 2N:^g? (ISSml) 40 :5^--CigT tytc ^ffiX- 30 
^SI^L. iicJE|t*gU:feo ^jtSr2-7'P/-?y-/U (SOOml) Jlll^SLs WffTi^ 

(lOOOral) ^AP;t, 3G5>W^. ii^H^B^«^ ^^JE^^LT. (116g. 
J|X^ 96%) ;^#fCo 

'H-NMR(300MHz, DMSQ-dj) : 8. 43 (IH, d, J=2. 5Hz), 8. 19 (IH, dd, J=2. 6Hz, 8. 4Hz) , 7. 
57 (2H, d, J=8. 5Hz) , 7. 52 (IH, d, J=8. 4Hz) , 7. 47 (2H, d, J=8. 6Hz) . 5. 59 (IH, brs) , 4. 48 
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(2H, s) 

X^3 : (4 -T ^ y - 4 ' D D - t'7:3i=/V- 2 --f/l^) 7« ^ / — /l^OM 

it 

H&XaT-#btl^c (4' -:i'PD-4-= hD-t'7j^=/U-2 — T/l') 

(l.Og), /N'T KD1^/^7T^ Vi-hV^J^ (2.0g) <^N, N-i>;p< ^/u^l^ 
yl^i^T^ F (4ml). p< ^ ^ ->'W (1ml) lOOri-T. tK (0.3ml) 50 

/^l<5o6 |HlJC^»fr. 20^:^k\cmMLtz. ^iBJ^lTTK (5ml) ^^JPt^o ^ 

Uicxm^m (2.5ml) ^;!]Pxfc„ 55°C(cT 2.5^FHl^i^#. 7R?^T. :^miti- h 

y-J'A (1.2g) <^7K (3ml) \zmm\^tlMm^mWLrz. tK (5ml) Sr»L. ^ 

m.x^ii^mmwm. mis^^^Mm. tr (3mi) T-i5fc?^ufco ^(o^^n^mm^^L 

T. *M<b-S-#l (700mg. J|X^79%) Sr#yto 

>H-NMR (400MHz, DMSO-dj) : 7. 39 (2H, d, J=8. 5Hz) , 7. 35 (2H, d, J=8. 5Hz) , 6. 90 (IH, d, 
J=8. 4Hz), 6. 82 (IH, s), 6. 56 (IH, d, J=8. 4Hz). 5. 20 (2H, brs)', 5. 04 (IH, t, J=5. 4Hz), 4. 

29 (2H, d, J=5. 4Hz) 

XM4 : 4-i7PP-N- (4' -^pn-2-l: Kp =^ 1^7 
/u-4--fy^) yf-75K<0Mjt 

fltiX3g-e^bnfc (4-T^y-4' -^r2U-}fy::^=^/U-2--{/\^) 

(l.Og) <DT h7h ]fu7yy (10ml) ^JKfCl. ^M.\^xmm-r h V ^ 
A (390mg). (0.27ml) SrMLfCc 

tK^^T. 4-^ a p-/f- y /l^^J' P ^'l' K (0.48ml) ^i^o < <0 t^T LtZo 

xso^^mw^ik. si&^^J'tk (20ml). m^^i^^^ (20mi) ^;fiB;t> ^mm^^m 

L1t„ ^(D^mm^^^M'^T^ (20ml). ^fP^^7K (20ml) X^^VtZo ^W^M 

h V ^ j^^x^m. mm^Mm^^Lmm^t^'^ (i.44g. ir^ 

99%) Sr#feo 

'H-NMR (300MHz, CDCI3) : 7. 68 (IH, s) , 7. 55 (IH, d, J=8. 4Hz) , 7. 39 (2H, d, J=8. 5Hz) , 
7. 28 (2H, d, J=8. 5Hz) , 7. 22 (IH, d, J=8. 3Hz) , 4. 58 (2H, s) , 3. 69 (2H, t, J=6. IHz) , 2. 60 
(2H,t, J=7.0Hz),2.22(2H,m) 

: 1- (4' -^PP-2-t Kp^;/^ ^/l— j.-yU-4--f/l') 
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i[XgT-#fetLfc4-^ CI a-N- (4' D D - 2 - t Kci '^rv'y* ^yl^- 
)V)-:f^y ^ K(l.44g)(DN,N-v'^^7U3t;>'VAT ^ K(15ml) 
mSiS^. ^^aiCT^^* y A (710mg) ^ttLfco lOO'Ci^lT 90 5^SM^ ^ 
mcX. mm^i (5ml). tK (20ml) ^i^^Pt. LfcS^BlSr?t^. tK (5ml) 
T♦^5lc^^L;fco rolS^^^^JE^i^LT. ^pjfc^^ (970mg. JR^ 76%) ^#fcc 

'H-NMR (300MHz, CDCI3) : 7. 76 (IH, d, J=2. 3Hz) , 7. 62 (IH, dd, J=2. 4Hz, 8. 3Hz) , 7. 38 
(2H, d, J=8. 5Hz) , 7. 29 (2H, d, J=8. 5Hz) , 7. 25 (IH, d, J=8. 3Hz) , 4. 6 1 (2H, s) , 3. 91 (2H, 
t. J=7. OHz) , 2. 62 (2H, t, J=7. 8Hz) , 2. 18 (2H, m) 

Xg6 : 1- (4' P D- 2-^ o UT^f^/U-f 70:^^^-4-^/1^) - 

B&XgT-^Pjtbfcl - (4' -:;'nt3-2-fc KP=^v^^^>'^-1^7a.:^>'^- 
4-'1'7^) -2-lfpyv'/i^ (900mg) ON, N- ^/V^^/l^i^T 5; K (2ml), 
h/Wjc:/ (7ral) M-g-^^St'x tK^^T, (0.26ml) >^?iT Lfc, 

■e 3 B#rBm^^m.Sl£:?^^@*^^^/^(20ml) T'^«6.7K (20ml) .^fpm#7R(20ml) . 

l&lP:^it7K (20ml) -eSfc^l^Lfc„ WM^a^i" iJ'i^X-^it, 

trmBm^vrnm^it^^ (954mg. 11x^99%) $r#fc„ 

'H-NMR (300MHz, CDCI3) : 7. 77 (IH, d, J=2. 3Hz) , 7. 69 (IH, dd, J=2. 4Hz, 8. 5Hz) , 7. 42 
(2H, d, J=8. 6Hz) , 7. 34 (2H. d, J=8. 6Hz) , 7. 26 (IH, d, J=8. 4Hz) . 4. 50 (2H, s) . 3. 92 (2H, 
t, J=7. OHz) , 2. 65 (2H, t, J=7. 8Hz) , 2. 20 (2H, m) 

XM7 : 2- [4- (2- (4 - ^ d a 7 0^:^;^) -5- {2-^^y\i°u \) 

18 f^bti/i/t l-i/':;^n^ds^'>;u-2- (2-7;W';rp-4-t Kn^e 
v/7 3:=/U)^i^y^ 5: ^-J—jV- 5 -;&/U7j?:/^7<^>'l/^;^X>'W(915mg) <^N, 
N-v'pJf^/U^tc/UAT^ K (6ml) ^t&l^-CfluXm-C^fjtlfcl - (4' 

-^Da-2-:J'Dpy f" 7 3^ 4 - yi^) - 2 - t° p !) i> y > 

(954mg). (415rag) ^^Px:fc„ lOOt^-C 1 ^PbI^^^, ^fifrX. 1 

NJgi? (3ml). tK (8ml) ^Iri^JUPL. *lf W tfc^^t^B^ilSl. tK (5ml) T'?5fc?^LfCo 

:i©l!$^^i^JE^«|bT. ^Mit^m (i.6g. iR^ioox) Sr#yh„ 
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'H-NMR (300MHz, CDCI3) : 8. 49 (IH, d, J=l. 5Hz) , 7. 98 (IH. dd, J=l. 6Hz, 8. 6Hz) , 7. 90 
(IH, d, J=2. 2Hz) , 7. 72-7. 65 (2H, m) , 7. 49 (IH, t, J=8. 3Hz) , 7. 40 (2H, d, J=8. 5Hz) , 7. 3 
4 (IH, d, J=8. 7Hz) , 7. 31 (2H, d, J=8. 6Hz) , 6. 80 (IH, d, J=8. 6Hz) , 6. 71 (IH, d. J=ll. 6H 
z) , 4. 99 (2H, s) , 4. 04 (IH, ra) , 3. 95 (3H, s) , 3. 93 (2H, t, J=7. IHz) , 2. 66 (2H, t, J=7. 8H 
z) , 2. 30-2. 15 (4H, m) , 2. 00-1. 85 (4H. m) , 1. 80-1. 70 (IH, m) , 1. 45-1. 20 (3H. m) 

Xm.8 : 2- [4- {2- (4 -iJ' o D -5- (2-;^^ryfny 

v?i/-l-^/u) - 2-:7yi';^P7jcn/u] -i-i^^ u^'^i/ 

fiffXigT#bnfc2- [4- {2- (4 -iJ' P n^^ri^yU') -5 - (2-;^^ 

y fp y v':x-i--i'/^) ^:/i^>'U;^^^^} - 2 -77U:^p7 3i=7U] -i-v-^ 
p^dev^/u^i^y^ 5 /i^- S-j^y^'^V^T^^yu^^^x^i' (2.0g) ilrp^^ 
J-JV (4.0ml), xh^tKP^y:/ (8.0ml) l^lil^^-fr, 'mim.\^-r V ^) ^ 

j>>imWL (2.3ml) Srinx.3^FBiMilggLfco l-> xh7t Kp7 

(1.0ml), tK (5.0ml) i^^j!)DLfc„ ^tUti^T. 2Nm^ (2.3ml) ^l^o< 19 
i:^)Px.fc„ ^fiX' 2 ^Psia^f^. tfftilUfc^H^B^Srii^L, ^^/-/v- * (1:1) 
m^^'^WL (6. Oral) , ;!!K (6.0ml), ^ y (1:1) l^-^W^ (6.0ml) T'li 

2>:gfe?^L, w&mM\^. ^m\L'^m mh. 11x^94%) sr#^c„ 

»H-NMR (300MHz, DMSQ-de) : 12. 75 (IH, brs) , 8. 26 (IH, s) , 7. 99 (IH, s) , 7. 96 (IH. d, J 
=9. OHz) , 7. 89 (IH, d, J=9. OHz) , 7. 78 (IH, dd, J=2. IHz, 8. 4Hz) , 7. 54 (IH, t, J=9. OHz) , 
7. 49 (2H, d, J=8. 7Hz) , 7. 45 (2H, d, J=8. 4Hz) , 7. 38 (IH, d, J=8. 4Hz) , 7. 08 (IH, dd, J=2. 
IHz, 12. OHz) , 6. 96 (IH, dd, J=2. IHz, 8. 7Hz) , 5. 09 (2H, s) , 3. 99 (IH, m) , 3. 91 (2H, t, J= 
6. 6Hz) , 2. 54 (2H, t, J=7. 8Hz) , 2. 30-2. 00 (4H, m) , 1. 95-1. 50 (5H, m) , 1. 45-1. 20 (3H, 
m) 

Xg9 : 2- [4- {2- ( 4 -t^' P P 37 3i^/U) -5- ( 2 -;r=3r V l^P U 
^:y\>)Vi!r^-y\ - 2-y jvi^ny a^z^jvl n^^V 

4Nl&iJ (50ml) XCmTMranh^f^'i- [4- {2- {A- nny ziu=-)V) 
-5 - (2-;t^y t°p y v':/-l-'f/W - 2 -y/ui^ny :c 

=.jv2 -i-i/^ u^^iy/i-^i^yyf 5-:^^i^y^yB^ (lO.Og), T± 
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h :y-i^^f\^:^^f\^^ V y (3:2) m,-^W!l (20inl) ilrlli^^^IP 60'CT- 3 
^M-Cl^^^^iUfdc ^iS^BSrM^U. T-fehV (lOral) T' 2 [alSfe?^ Lfc^. 

it^. : 243-246^ 
Ms : 638 (M+1) 

»H-NMR (300MHz. DMSO-dg) : 8. 33 (IH, d, J=l. IHz), 8. 21 (IH, d, J=8. 8Hz). 8. 02 (IH, d, 
J=8. 8Hz), 8. 00 (IH, d, J=2. 2Hz), 7. 77 (IH, dd, J=2. 2Hz. 8. 4Hz), 7. 68 (IH. t, J=8. 4Hz), 
7. 50 (2H, d. J=8. 4Hz) , 7. 45 (2H, d, J=8. 4Hz) , 7. 39 (IH, d, J=8. 4Hz) , 7. 20 (IH, dd, J=2. 
2Hz, 12. IHz) , 7. 06 (IH. dd, J=2. 2Hz. 8. 8Hz) , 5. 1 1 (2H, s) , 4. 13 (IH, ra) , 3. 91 (2H, t, J= 
7. OHz) , 2. 54 (2H, t. J=8. IHz) . 2. 40-2. 05 (4H, m) , 2. 00-1. 75 (4H. m) , 1. 70-1. 55 (IH, 
m), 1.50-1. 20 (3H,m) 

^li^BJl A=>b 3 0, %1k'S\1 4 136=' 2 4 8S.tJ«|IWJ3 3 6;6^b 3 4 0 1^ 

b 2 4 0, ||iif!|2 4 9 3 3 5. 34l;6^b471. 701;i>b703s 1 
0 0 1 5 5 9 ?r#yc:o -fb^^it^iSiI^fetiffi^^ 1 7^;M 1 7 7. 1 8 57!; 

112 12, 2 19:;!7S2 2 1, 2 2 5 2 6 9 t^:^-t-„ 

mMm 5 0 1 

2- {4- [2- (4-^nn7:n^/l') - 5 - p< h ^i^'<:/v^/l';i-^ v'] 37 
Xgl : 3-7'n^-4-v'i5^D^=3rv'/l'T5y^S#^^^^^^^X/K^iS 

it 

3 - yp*-4-77W:tn^S#if (2. Og) SrP«^/^/^ (20ml) (Jl^^L, 

^giijs^ (2ml) ^m^s 3f^mmm\^ito sis^«sr^7ktj:i£%\ s^i^^^^/u (somi) 

-tf^fbtiJLfco W^P^tK (30ml). tS^lfti^TK (30ml) -(^m^U mMi- h V ^ 

X'^m. mw^. mm^mmm^Ltz. mm-^i^/^/^^^^^-^i^}" (20mi) k 

mm\^. i^^ u-^^^y/\-T (10.3ml) ^M^. 120T:X*ifil^^i«|J LfCo 

^ m^J'^^/g^TK^?^ (100ml) (100ml) TttttiLfco « 

®^7k (50ml). m^icm:^ (50ml) fifel^, h V •>-^T-^i!ix ili§^. ^ 
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^ : |^@?a:^7V=10 : 1) T'mMb. gM^fc-^fe (2. 6g. HX^ 92%) ^#fCo . 

'H-NMR (300MHz, CDCI3) -.8. 10(1H, d, J=l. 9H2), 7. 83(1H, dd, J=l. 9Hz, 8. 6Hz), 6. 59 
(IH, d, J=8. 7Hz) , 4. 73 (IH, brd, J=7. 3Hz) , 3. 85 (3H, s) , 3. 38 (IH, m) . 2. 10-2. 00 (2H, m 
90-1. 20(8H.in) 

XS2 :4' -iJ'PP-2 - (4-3- K7 3iy^i/7<^>'^) -4-^ h=3ri/ 

4-3 - K7 3iy-/K5.0g)^T-fe h:/(50ml)tC^^L.;^^;(7 y [>3>(4.7g), 
4' -:^'PD-2-i?Pn^f^/U-4-^ h=3riy (6. Og) ^;!jPX.x 10 

MitggLfCo S;S:?^SrliJiiL. 4N7ki^^b-^ h y ^J>.iimWL (SOml) ^Ua^tco 

mrnvt^^^^mms tk^je. ^gtjE^sjtbx ^sib-g-ti do.og, ik^98%) <sr#fco 

'H-NMR (300MHz, CDCI3) :7. 52 (2H, d, J=8. 9Hz) , 7. 35 (2H, d, J=8. 5Hz) , 7. 27-7. 20 (3 
H, m) , 7. 12 ( IH, s) . 6. 95 (IH. d, J=8. 5Hz) , 6. 62 (2H. d, J=8. 9Hz) , 4. 84 (2H, s) , 3. 85 (3H, 
s) 

XU3 :[4- (4' -^PD-4-p< h ^iy\fy :r.=^/U- h=3rv') 

HtiX@T'#btlfc4' -iJ'PP-2- (4-3- K7:cy =35^ i^pf^^/V) -4- 
^ h#^xtf:7 3.;iyl' (7.0g) SrT-fe h y/l' (50ml) (Cl^^L, hV^f-^^i^ 
^))VT-^f-yyV (2.3g). 5" M) :7ai:=/l^7}>.;^7^ 

(l.8g). ^^{kM (I) (0.6g). MJ:3^5^/UT5:>' (50ral) ^Mtl. 
m^^tfCe Sf&l^^l^^t. tK (30ral) ^n^Ls S^^^f-yL- (50ml) T'ttW bfCo 
W^S^tK (30ral). ^^PlftifiTlc (30ml) T'Sfcif^. m^-f Y y iJ' J^T♦^^t> 
'MWkW.W.^^. %/3-)3'fi\^yy ixiy^iJ' P-^ b^7 7^- (Jlli@!i£ n-^=3E^1^ 
: Il^^5"/l-=10 : 1) -cmSUL. Ikmt^m (5. Ig, l|X^79%) ^#feo 

'H-NMR (300MHz, CDCI3) :7. 37 (2H, d, J=8. 9Hz), 7. 34 (2H, d, J=8. 2Hz), 7. 28-7. 21 (3 
H, m) , 7. 13 ( IH, s) , 6. 94 (IH. d, J=8. 2Hz) , 6. 75 (2H, d, J=8. 9Hz) . 4. 87 (2H, s) , 3. 85 (3H, 
s),0.23(9H, s) 

X@4 : 3- [4- (4' -^nxi-A.-i' Y^-yyfy — f/U^ h 
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mT.nx'mhtifz. [4- (4' 00-4-?^ v^'y\fy^^/\^-2-^ji^ 

>t h^JrV) 7 V ]) )^=^^^i/y ^ (5. Ig) ^^^^7— ;W (50ml), 

^PD^isyUA (50ml) i^mML^ mm:i3 (2.5g) ^rin^. M-eS^F^m 

^tfco Rf&^SriiiiSb. tK (30ml) igrJPx.. g^^^f^yV (50ml) T'ttHJUfCo 
=^^M^;ic (30ral). m^-k^Tk (30ml) T'ifcr^, h y •J'i^T'^j^. 

^^^^^^JEg^tefeJ^^ (3.8g) ^mco r<^efe^rB (2.3g) SrT-feb=h 
yyi^ (10ml) xaiT'^tb:rL/c3-7^a^-4-v'^n^arV/VT5: 
y (l.Og). -r h?^^ ^ y ^^^'^/^jJ^^^^w' y/<yi^^ 

(0.4g). 3!J"fb^ (I) (0. Ig). hV^^Jl^T?.y (10ml) ^JP^. lOOt: 
X-H^^mWLfZo Rmm^Wimmm\^. * OOml) $rAn;is (50ml) 
T*ttl±Stfco W^JiSrTK (30ml). mo^^Tk (30ml) T'tfe^. y !>AT* 

mB n—v drf-i^ : @^^i5"/U=8 : 1) -Clt^t. mmit^'^J (0. 9g, 49%) 

^H-NMR (300MHz. CDCI3) :8. 03 (IH, s) , 7. 84 (IH, d, J=8. 7Hz) , 7. 42-7. 22 (7H, m) , 7. 1 
5 (IH, s) . 6. 95 (IH, d. J=8. 2Hz) , 6. 85 (2H, d, J=8. 8Hz) , 6. 59 (IH, d, J=8. 8Hz) . 5. 07 (IH, 
brs) , 4. 91 (2H, s) , 3. 86 (3H, s) , 3. 85 (3H, s) , 3. 42 (IH, m) , 2. 15- 2. 00 (2H, m) , 1. 80-1. 
20 (8H, m) 

X^5 : 2- (4- [2- (4 - p n "7 3. = ;^) - 5 - ?< h^iy^yi^^l-:t 

ifXg-C^bnfcS- [4- (4' -^uu-A-;^Y^'y\fyzc:=-f\^-1- 

;c;^ryK0.5g) SrN, N- v^^ f^/VT^/VAT 5 K (5ml) l^^fi? L. 3 l^-ffc^ ( I ) 
(0.17g) ^Mtl. 180°CT-3^^^3l?iSbfCo Sf&l^$r^iiii-5 ^ {ii t) ^^ife 
^|^V^fc^.;*C (10ml) »X..g^^:rf-/K30ral) T'tttH b/Co WI^I^tK (lOml). 

m^-kW^ (10ml) -egfcrf. fil^-f h y 5>-t.T'^j!i. ^iiim> ^IK^mM*> 
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8:1) X-mmL. ^mit-^^ (0.27g. IIK^55«) Sr#fc„ 

'H-NMR (300MHz, CDCI3) :8. 34 (IH, s), 7. 85 (IH, d, J=8. 8Hz), 7. 62 (IH, d, J=8. 8Hz), 
7. 40-7. 18 (8H, m) , 7. 00-6. 94 (3H, m) . 6. 48 (IH, s) , 4. 95 (2H. ra) , 4. 18 (IH. m) , 3. 93 (3H, 
s), 3. 88 (3H, s), 2. 45-2. 25 (2H, m), 1. 95-1. 20 (8H, m) 

mmm 502 

2- (4- [2- (4 o c -5-^ h^i^^yi^/>:t'^>'l 7 

z^^/u] -l-->^ n^^iy/i^- IH-^y K— /I'- 5 -;i7/WJj?:/^©i{5t 

mMM 5 0 1 xn htltz 2- {4- [2- (4-1^ o 0y z^yu) -5~/ h 
^i/^yiy'/Uyi-^i^^ ysLZL/u] -1- v-^ P^^v-zl^- 1 H-'i' 71^-5- 
;&>'W2j?:/^p<f->'U3^;^r/u (0.27g) ^SrffiV\ mMm2 tWi^^i:&^i^^^ . 
it-^m (0. 19g. 1151^71%) ^ntzo 

APCI-Ms:566(MH+) 

'H-NMR (300MHz, DMSQ-de) : 12. 43 (IH, brs) , 8. 20 (IH, s) , 7. 79 (IH, d, J=9. 3Hz) , 7. 7 
2 (IH, d, J=9. OHz) . 7. 50-7. 20 (8H, m) , 7. 07-7. 03 (3H, m) , 6. 53 (IH, s) , 5, 01 (2H, s) . 4. 
13 (IH, m) , 3. 83 (3H, m) . 2. 35-2. 25 (2H, m) , 1. 85-1. 10 (8H, m) 

fflv^s ^ J: 19 . mmm 503 ^#fc, it^mTt^Rxj^i^i^m^m 2 0 ? 

-To 

mm 6 0 1 

2- {4:~^yxP/^:t^'yy - s-iy-!^ u^^iy/u-i xyy [i, 2 

-a] t°y 7 -;{7y^3j?^^3::^/Vaiy^X/KDi^^ig 

xai : 4-^:xv^yV;a-=arv'-N-7< h ^^v'-N-^ ^/w^^Xr ^ KiOiJig 
4-^>v?yU;^-=arv'^SWi^ (5.0g). N, 0-i;^;^^/H: Kn ^i^/UT $ i^:^ 
(2.5g) ?ri;'p<^/U3jN>'Vi^T^ K (50ml) J^l^^L. 1- 
^/7"ntvu) - 3-^f-/v;*/w^i^^ ^ m^it (5.0g). 1-t KP^^rt^^:^ 
yh]}T:/-J\^ (3. 5g). MJoi^/UT^^ (3.6ml) ^M^. ^j^T-^^^L 

mmit^^ (5.6g, 11x^94%) s:#fc, 
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•H-NMR (300MHz, CDCI3) : 7. 22 (2H, d, J=8. 8Hz) . 7. 28-7. 46 (5H, m) , 6. 97 (2H, d. J=8. 
8Hz) , 5. 10 (2H, s) , 3. 56 (3H, s) , 3. 35 (3H, s) 

(470mg) *T^7fcK^77^^ (2inl) (-^^ L^ v'^n^df'> 
jU/f-/V:fu^h' (3.4g) 5r^?aT-?gTtfco mrWi. Rl^^l^^ 30 j^m 

J^tfco RJit:^m^n^'V. xb^t h'oyy:^ (Sml) T^^LTZo S&XgT'#fj 
tvfc4 -^^v^/W;^dri/-N-^ h=3riX-N-^^/^^yXT5: K (3. 4g) SfT" 
h7tKp:77>' (10ml) (c^0L. ^ta-CSf&?^t-MTL. 2H#FHl^^^|iby^Co 

f)V=- 9:1) -C*tl3 (3. 8g, IK¥ 66%) ^^fCo 

^H-NMR (300MHz, CDCI3) : 7. 93 (2H, d, J=8. 8Hz) , 7. 28-7. 46 (5H, m) , 7. 00 (2H, d, J=8. 

8Hz) , 5. 13 (2H, s) , 2. 76 (2H, d, J=6. 8Hz) , 1. 95 (IH, m) , 0. 78-1. 82 (lOH, ra) 

Xfe3 : 1- (4 --<>'i;^>'V^=¥i/7ai::^yV) -2-Vxi^-1-^y->7xi^^ 

afrxe-e#btlfcl - (4-^>'i^7l':^#i/7 3in/u) - 2 - v'^ v^>'U 
(i.og) <Srl, 4-v';^^f->' (lOml) J::^^^b-C. (0. 17ml) 

Ji<^i^M^LfCo ;t7<5r'/i-7y ^yi/^i^a-^ (®pj§M 

n-^dff-:^ : g^g»3i^/U=9 : 1) X'Hilit. gS-fb-a-tl (696rag. Wm) ^ 

'H-NMR (300MHz, CDCI3) : 7. 98 (2H, d, J=8. 9Hz) , 7. 28-7. 48 (5H, m) , 7. 02 (2H, d, J=8. 
.9Hz) , 5. 14 (2H, s) , 4. 89 (IH, d, J=9. 3Hz) , 0. 86-3. 30 (1 IH, m) 

X@4 : 2- (4-^yi^Jl^:^^iy7 - 3 - v'iJ' n-^ds^-i^/U^ ^ 

[1, 2- a] t-y v^>- 7 -;t7yU7j?i/^^^/l'^;^7^/KZ)Si5t 

(i|#§a3p 08-048651 -^) (Cj;l9|^itLfc2-T^y v'i/-4- 
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•)3 j^^-^^yWi^^'f- j^^T^y- (2i4mg), t&Xg-C^btLfcl - (4-'<:/v^/i^;t=¥ 

^yyz^^)\^) - 2-e/i{^ t3^drV;V3:^y >' (500mg), 

i.(356mg) ^ 140°C-T? 5 Sf&l^^l&f^ ^ a a^N^uJ^^r^lB^^^ 

gi^E n-^^f-:/ : i^i^3i^/W= 1 : l) Ti^Mb. (95mg, M 

16%) «r#fc„ 
APCI-MS:455 (MH+) 

^H-NMR (300MHz, CDCI3) :8. 33 (IH, s) , 8. 21 (IH, d, J=7. 5Hz) . 7. 55 (2H, d, J=8. 7Hz) . 
7. 25-7. 50 (6H, m) , 5. 13 (2H. s) , 4. 41 (2H. q, J=7. IHz) , 3. 25 (IH, m) , 1. 41 (3H, t, J=7. 1 
Hz),L 15-2. OOdOH, m) 
%W\ 6 0 2' 

2- {A.-^^y^^j^'-t-^-yy ~ Z-^y!; n^^-y)Vy( [1, 2 

-a] \f^)-J:y-l -■)3fVif.:y^(om'k. 

HfiX^T*#btifc 2 - (4 -^^v'/u;r^V7 3i^;u) - 3 - ix^ a^^v^yu 
-r^yy' [1, 2- a] t°y 7 -:^^V4?:/^^5^yl^^;^'r/W (95mg) ^ffi 

V^. |lliS«^!|2 (33mg, 37%) 

APCI-MS:427(MH+) 

'H-NMR (300MHz, DMSO-dg) :8. 67 (IH, d, J=7. 3Hz), 8. 08 (IH, s) , 7. 25-7. 58 (8H, m), 7. 
13 (2H, d, J=8. 7Hz) , 5. 17 (2H, s) , 3. 23 (IH, m) , 1. 25-2. 10 (lOH, m) 

^skic, TiciiP^^b-^j^oHCVTKy p« f—^fPl§^&^4<^M:fe■&^-ov^T^B.^-r 
^5'y/-^'i{'^^j2:='- K^tL5^^1?fc5 (EMBO J. , 15: 12-22, 1996) „ 
^H^fd CI] 

i) mm (HCV:?Ky ^ 7— if) ©Mfe 

5 c DNA:?' a — :y^mMi: UT^ NS 5 B (591 T ? / ; J Virol 1991 Mar, 
65(3), 1105-13) K-fS^iiSSrPCRfefcJ: !?li<iLfCo r05'*«tc6 
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Hi s^^ mm-t^6^<Dh:^'ri^y (Hi s) Sr3-K-r5«*f} ^HM 
Ki; n-^Yifyy A— [U]-fe7 7D— i? 7 r ^ U /'^ S-200^ 

-s (^T/w^^Tth^)} ■xw^-t^:Lh\z.^'omwm^-^'^it. 

ii) SKKNAO-g-fig 

po 1 y XiS3?iJ^^tPDNA^>t (148bp) ^^-B^^L. T"^^'^^ K 

pBluescript SK II(+) (Stratagene ^±$^) \Z.-^ n—:=.:y ■ff X^fn^ milE i ) "C'Pif 
tfcNS 5 B^«<Sr ri-F-r -5 cDNA^^JH^^Kpn I -Ct^-fk »JM 
m§]»r]&i5*5:;&^bi!i^Jt=i K:/*-e(©i^Sia^J;i^b>'j:5 c DNAir>ltSr#fc, r(^c 
DNAif>lt* pBluescript SK II(+)<D 3 ' ^^ffl|R^*^DN A(7)±gg(C#Ax 
Lfco r LT#A^ ttfcfet>*T|*) 450bp (DD N AIB^JStK^R N APlSl 

^Htl^LfcDNA^tlMi: bX^ pBluescript SK II(+)<Drn^-i?-^^J^ 
MEGAscript R N A'g'J5g'¥ 5/ h (Am b i o n^ifi) S.T^T 7 R 
NAd^y ^7— ^%^V>Tr un-o f f lfe{::J:l9. R NA^fifeSrfrofc (3 
7^^ 3B#fB^)„ OV^•C^ DNa s e I ^lB^X-^h\Z.\\^Wi>(y^=>-^—y\^1t. 

e6*)®SSRNA<£r#fco 

Wi. - 8 ot:-c<^#Lfco 

iii) (HCV7Ky^7— ^) PlWSi4(^tJ^ 

W!^® (;2^ll0^<^{b'a'2^) S.t)^TIBmfife<^SJS^^ (3 0m 1) ^^ 2 5°C-C 

lkv^x^ 4 1 0 % h y p a g^^2fctj« 1 % f D y f y 
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A^SS (150^1) t:M^XRft^t:W±^'t1t'^. M^^l 5^mnm\^XR 

NA^^mit^-^tz, ?);V^-C'f^RNA^^S?I^Sii^-J: '9;tf7;^:7^;u^- (Wh 
a tma nttMOF/C^) \Z. Y y y -f \^fz.o ^ 1 % i> xi 

f£«l$^fc„ mWi^yf-^-i^B ^•)J^y-f\^ (Packard tt) 

J^m^*l 7 8;6^b^ 18 4. ^2 2 2;a^fe 2 2 4 (C^i-„ 

^/Si^^S : i ) -e#bnfeHCV7j<y 7—^ (5 ^ g/m 1 )\ ii) -C'^btll/t 

SlfRNA (10/zg/ml). ATP (50/zM). GTP (50mM). CTP 
(50/:zM).UTP(2;ixM). [5, 6-^H]UTP(46Ci /mmo 1 (A 

me r s h amttM). 1 . 5 ;i C i ) 2 0 mM Tr i s-HCl (pH7.5), 

E D T A (1 mM) . M g C 1 g (5 mM) , N a C 1 (50 mM) , D T T (1 m 

M). B S A (0.01%) 

( a ) %W\ 1 (Dit^m 1 0 g 

( b ) f L«l 5 0 g 

(c) h li'^o 3 v'7^>'7°>' 15g 

(d) ;(7>'U7}?=¥v';^f^/Hr/WP — j:^":?- h y 44 g 

(e) :^TTVym-^^^i^^J^ Ig 

(a), (b). (c) ©^aSTJ? (d) <D3 0 g^TKT'i^-^b. ^agffeiS^. IS 

m.^noo 1 4 g<D (d) RO^igO (e) ^M^L. n^Bxm 

mti-i>^t1>ZX\) . imhfz<0 1 Omg<D (a) Sr^^-TS^^J 1 0 0 0 ^Sr 
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^ 1 



nmm^^ 31 


IH NMR(6) ppm 
300MHz, CDC13 

7.81(2H, d, J=6. 6Hz),7. 60 ( 
2H, d, J=8. 8Hz),7.51-7.21( 
8H,in),7. 11(2H, d, J=8. 8Hz) 
,5. 15 (2H, s),4.93(lH, quin 
t.J=8. 8Hz),2. 36-2. 32 (2H, 
m) . 2. 09-2. 04 (3H. m) . 1. 75- 
L68(3H,m). 

< 


o 


^ >9 0% (NMR) 


MS 369 (M+1) 





32 


IH NMR(S) ppm 


0 


0.. 


300MH2, CDC13 

8.51(1H, d,J=1.5Hz),7. 98 ( 
IH, d, J=8. 4Hz),7. 61 (2H, d. 
J=8. 7Hz).7. 56-7. 10 (6H. m) 
,7. 12 (2H, d, J=8. 7Hz),5. 15 
(2H, s) , 4 94 ClH, quint, J=9 
.3Hz),4.41(2H, q,J=7. 5Hz) 
,2. 40-1. 50(8H,m).l. 41 (3H 
,t,J=7. 5Hz) 


#6S >9 G% (NMR) 




MS 


441 (M+1) 





mmm^-^ 33 


IH NMR(6) ppm 




300MHz, CDC13 

7.84(1H, s),7.61(2H, d, J=9 
. GHz) , 7. 58-7. 30(7H,m),7. 
12 (2H, d. J=9.0H2).5. 15 (2H 
.s),4.94(lH,quint, J=8.7H 
z),3. 10(6H.brs),2.40-L5 
0(8H,ni) 


> 9 0% (NMR) 




MS 440 (M+1) 
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^ 2 




34 


IH NMR(5) ppm 


0 

/° 




SOOXfflz, CDC13 
8. 20 (IH, s),7. 50-7. 31 (9H, 
m),7. 12(2H,d,J=8. 7Hz),5. 
15(2H,s).4. 94 (IH, quint, J 
=8.7H2).3.61(3H. s),3.40( 
3H. s),2,41-L42(8H,id) 


^ >9 0% (NMR) 




MS 


456 (M+l) 





mmmm'^ 35 


IH NMR(5) ppm 
300MHz, CDC13 

7.91(1H. s),7. 59 (2H, d, J=8 
.7H2),7.49-7. 30(7H,m).7. 
ll(2H,d, J=8.8Hz),5. 15 (2H 
,s),4. 19 (IH, quint, J=8. 8H 
z), 2, 41-2. 22(2H,ffi),2..13- 
1.49(14H,iii) 




Hl^ >9 0% (NMR) 


MS 427 (M+l) 




mmm^^ 36 


IH NMR(6) ppm 
300MH2, CDC13 

8.40(1H. d,J=1.4Hz),7. 95 ( 
IH. dd, J=8.€, 1. 4Hz).7.6l( 
2H,d, J=8.7Hz) .7.57-7. 30 ( 
6H,m),7. 13 (2H. d,J=8. 7Hz) 
,5. 16 (2H. s),4. 95(lH,quin 
t.J=8. 8Hz),2. 64(3H,s).2. 
40-1. 54(8H,m) 


0 


>9 0% (NMR) 


MS 411 (M+l) 
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^ 3 



mmmm^- 37 


IH NMR(5) ppm 

3OOMH2, DMS0-d6 
10. 47(lH,brs.),9. 15(lH,b 
rs).8. 40 (IH, s).8. 07(lH,d 
, J=9. 0Hz),7.93(lH,d, J=8. 
7Hz),7. 77 (2H. d.J=8. 7Hz), 

7 CC-7 9Q(7U mS K 9fi ^9H 
f . DO f . \( ilf mj , 0. ZO v^n, 

s),4. 93 (IH, quint, J=9. OHz 
),3. 77-3.63(2H,m),3.39-3 
.23(2H,iii),2. 84 (6H, d, J=4. 
8Hz),2. 32-1. 60(8H,m) 


1 0 

2HCI 


> 9 0% (NMR) 


MS 483 (M+1) 




mmmm^ 38 


IH NMR(5) ppm 
300MHz, CDC13 

8.69(1H, s).8. 19 (IH, d, J=9 
.OHz), 7. 62 (2H. d, J=8. 7H2) 
,7. 54 (IH, d, J=9. OHz), 7. 48 
-7. 36 (5H, m),7. 15 (2H, d, J= 
8. 7Hz),5. 17 (2H, s).4. 98(1 
H, quint, J=9. OHz), 2. 27-2. 
07 (6H,id), 1.82-1. 78 (2H,in) 




>9 0% (NMR) 


MS 414 (M+1) 



mmmm^ 39 


IH NMR(6) ppm 


HC, ^ 


300MHz, DMS0-d6 

7. 84 (IH, d,J=9.0H2),7.79( 

2H. d, J=8. 7H2).7. 52-7. 33 ( 

8H,m),7.26(lH, d,J=9. OHz) 

,5. 27 (2H, s),4. 92 (IH, quin 

t, J=9. 3Hz),2. 19-1. 70 (8H, 

m). 


> 9 0% (NMR) 




MS 384 (M+1) 
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^ 4 



mmm^^ 40 


IH NMR(6) ppm 
300MHz, CDC13 

7.72(1H, s), 7. 60-7. 35(lOH 
,m),7. 10 (2H. d.J=8. 7Hz), 5 
. 14 (2H, s),4. 90 (IH. quint. 
J=8. 8Hz).2. 29-2. 19(2H,in) 
,2. 19 (3H, s).2. 19-1. 74 (6H 
.m). 


H 


MM > 9 0% (NMR) 


MS 426 (M+1) 



%mmm%- 41 


IH NMR ( £ ) ppm 
300MHz, CDC13 

7.66(1H, s),7, 61 (2H, d. J=8 
.8Hz),7.50-7. 28(7H,m),7. 
12(2H,d, J=8. 8Hz),6. 86 (IH 
,brs),5. 15 (2H, s),4. 94 (IH 
. quint, J=8. 8Hz) , 2. 97 (3H, 
s),2. 29-1.76(8H,m). 




>9 0% (NMR) 


MS 462 (M+1) 




mmm^"^ 42 


IH NMR(6 ) ppm 

300MHz. DMS0-d6 
8. IKIH, s). 7.81(lH,d.J=8 
.4Hz).7. 72 (IH, d, J=8.4Hz) 
,7.65(2H. d, J=8.4Hz),7. 51 
(2H, m),7. 43(2H,m),7.37(l 
H, id),7. 29 (2H. s),7. 23 (2H, 
d, J=8. 4Hz),5. 22 (2H, s),4. 
89 (IH, quintet, J=9. 2Hz) , 2 
.2-2.0(6H,m),1.7(2H,m). 


0^ NH2 


MM >9 0% (NMR) 


MS 448 (M+) 
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^ 5 





IH NMR(5) ppm 


0 


300MHz, DMS0-d6 

8. 33 (IH, s),8.08(lH,d, J=9 

/MI \ n no /ill J T— Tfc AiJ-.\ 

. OHz) , 7. 99 (IH, d, J=9. OHz; 
.7. 47-7. 41(4H,m).7.33(2H 
, d, J=8. 4Hz) , 5. 22 (2H, s) , 4 
.96(1H, quint, J=9. OHz) , 2. 
25-1. 60 (8H, m; , 1> 30 (9n, sj 


> 9 0% (NMR) 




MS 469 (M+1) 







44 


IH NMR( 6 ) ppm 






300MHz, DMS0-d6 
12.9(2H,brs),8. 25 (IH. s), 
8.00(2H, d, J=7.8Hz).7. 90 ( 
IH, d, J=8. 4Hz),7. 74 (IH, d, 
J=8. 7Hz).7. 67 (2H. d.J=9.0 
Hz),7.62(2H, d,J=8. lHz),7 
.24 (2H, d, J=8.4Hz),5. 32(2 
H, s),4. 88 (IH, quint, J=9.0 
Hz, 2. 25-1.60(8H,m). 


*^ >9 0% (NMR) 




MS 


457 (M+l) 







45 


IH NMR(6) ppm 






300MHz, DMS0-d6 
13.4(1H, brs),8. 32 (IH, s), 
8. 06(lH,d, J=8. 7Hz),7. 97 ( 
lH,.d,J=8. 7Hz),7.79(2H.d, 
J=8. 8Hz),7. 56-7.48(4H.id) 
,7. 33(2H,d, J=8. 8Hz),5. 27 
(2H, s).4. 95 (IH, quint. J=8 
.9Hz),2. 30-1.60(8H,m). 




> 9 0% (NMR) 




MS 


447 (M+l) 
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^ 6 





IH NMR(6) ppm 






300MH2,DMS0-d6 

8. 33 (IH, s),8. 07(lH,d.>8 

OTf \ no /ill J T^O '7IT-.\ 

. 7Hz) , 7. 98 vlH, d, J=8. 7Hz) 
,7.80(2H. d, J=8.4H2).7. 34 
(2H, d, 8. 4Hz) , 7. 19 (IH, d, J 
=3.6Hz),7.09(lH. d, J=3.6H 
z),5. 41 (2H, s),4. 95 (IH, qu 
int. J=8. 7Hz),2. 30-1.60(8 
H,id). 


> 9 0% (NMR) 




MS 


453 (M+l) 









47 


IH NMR(6) ppm 


o 




-CFs 


300MHz, DMS0-d6 
8. 33 (IH, s),8.07 (IH, d, J=8 
.4Hz).7. 98 (IH, d,J=9. OHz) 
,7. 82-7. 72(6H,m),7. 35 (2H 
,d, J=9.0Hz),5. 40 (2H. s),4 
. 95 (IH, quint, J=8. 7Hz),2. 
35-1. 60(8H,m). 


>9 0% (NMR) 




MS 


481 (M+l) 












48 


IH NMR(6) ppm . 








300MHz. DMS0-d6 
8. 23 (IH, s),7. 88 (IH. d. J=8 
.4Hz),7. 70 (IH, d,J=8. 4Hz) 
.7.64(2H. d. J=8.4H2),7.43 
(2H, d, J=8.4Hz),7. 20(2H,d 
,J=8.4Hz),6. 98 (2H, d, J=8. 
4Hz),5. 13(2H.s),4. 88 (IH, 
quint, J=8. 7Hz),3. 77(3H,s 
),2. 35-1.60(8H,m). 


^ > 9 0% (NMR) 




MS 


443 (M+l) 
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m 7 



mmm^^ . 49 


IH NMR(6) ppm 

300MHz, DMSO-de 
8. 93 (2H, d. J=6.6Hz).8. 35 ( 
IH, s).8. 06-8. 04 (3H, a), 7. 
97 (IH. d, J=8. 7Hz),7. 83 (2H 
,d, J=8. 7Hz),7. 38 (2H, d, J= 
8. 7Hz),5.61(2H, s),4. 94(1 
H, quint, J=8. 7Hz) , 2. 40-1. 
60(8H,m). 


0 

HO 


\^ HCl 


>9 0% (NMR) 


MS 


414 (M+1) 




mmm^^ 50 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 33 (IH, s),8. 08 (IH, d, J=8 
. 7Hz),7. 99 (IH, d, J=9.0Hz) 
,7. 78 (2H, d, J=8.4Hz),7. 39 
(2H, d, J=8. lHz),7.32(2H,d 
. J=8.7Hz),7.23(2H,d,J=7. 
8Hz),5. 22 (2H, s),4. 96 (IH, 
quint, J=9. 0Hz),2. 32(3H, s 
),2. 30-1.60(8H,ni). 


HCT^ 


b ^ 




>9 0% (NMR) 


MS 


427 (M+1) 




mmmm^ 51 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8.31(1H, s),8. 03(lH,d,J=9 
.0Hz),7. 93 (IH. d, J=9. OHz) 
,7.77(2H, d, J=8.4Hz),7. 31 
(2H, d, J=8. 7Hz),5. 07 (2H, s 
),4. 94 (IH, quint, J=8. 7Hz) 
,2. 45(3H, s),2. 26 (3H, s),2 
.26-1.60(8H,m). 


0 




^ > 9 0% (NMR) 


MS 


432 (M+1) 
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8 





52 


IH NMR(6) ppm 


a 
\j 

I 


V 

b 


300MHz, DMS0-d6 
12. 7(lH,brs), 10.0(1H. s). 
8. 22 (IH, s) , 7. 87 (IH, d, J=8 
.6Hz).7. 69 (IH. d.J=8. 6Hz) 
, 7, 53 (2H, d, J=8. 6Hz) , 6. 96 
(2H,d, J=8. 6Hz),4. 89(lH,q 
uint, J=9. OHz) , 2. 30-1. 60 ( 
8H.ID). 




>9 0% (NMR) 




MS 


323 (M+1) 





Mmmm-^ 53 


IH NMR(6) ppm 

300MHz. DMS0-d6 
9. 18(lH,t, J=5.6Hz),8. 34 ( 
IH, s),8. 04 (IH, d, J=9.6Hz) 
,7. 98(lH.d, J=8. 7Hz),7. 80 
(2H. d, J=8.7Hz).7. 52-7. 32 
(7H.m),5.27(2H,s),4.95(l 
H, quint, J=9. OHz), 3. 99 (2H 
.d,J=5. 7Hz),2. 40-1. 60 (8H 
.m). 




>9 0% (NMR) 


MS 470 (M+1) 




mmm^ 54 


IH NMR(6) ppm 

300MHz, DMS0-d6 

8. 32 (IH, s),8.05(lH, d, J=8 
.7Hz),7. 95 (IH, d,J=8. 7Hz) 
,7.80(2H, d. J=8. 4H2) , 7. 67 
(IH, t, J-4. 5Hz),7. 56(lH.t 
,J=4. 5Hz),7. 45-7.42(2H,iB 
),7. 35 (2H, d, J=8. 4H2),5.3 
1(2H, s),4. 96(1H, quint, J= 

9. OHz), 2. 30-1.60(8H,m). 


. 0 


>9 0% (NMR) 


MS 447 (M+1) 
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^ 9 



mmmt 


l-i- 55 


IH NMR(6) ppm 


0 

HO 

1 




300MHz, DMS0-d6 
12. 78 (IH, br 

s),8. 24 (IH. s),7.88and7. 7 
2(2H, ABq, J=8. 6Hz),7. 66an 
d7. 23 (4H, A' B' q. J=8. 6Hz). 
7. 58 (IH, s),7. 48-7. 42 (3H, 
in),5. 24 (IH, s).4. 88(1H, qu 
int. J=8.8H2),2. 30-1.91(6 
H,m),l. 78-1.60(2H,m) 


.>9 0% (NMR) 




MS 


447 (M+1) 





mmm^^ 56 


IH NMR(5) ppm 

300MHz, DMS0-d6 

12. 89 (IH, broad). 8. 18 (IH, 
s),7. 87 (IH, d, J=8. 4Hz).7. 
74<1H. d, J=9. 2Hz).7. 67 (2H 
.d. J=8.8Hz),7. 52(2H,ni),7 
.45 (2H,m),7.38(lH, m),7.2 
3(2H, d, J=8. 8Hz),5. 22 (2H, 
s) , 4. 94 (IH, quintet, J=8. 9 
Hz), 2. 16 (4H, m), 1.98(2H,in 
), 1. 73(2H.m). 




> 9 0% (NMR) 


MS 413 (M+) 






IH NMR(6) ppm 

300MHz. DMS0-d6 
10.99(1H, s),8. 26 (IH, s),8 
.01-7. 86(4H,m).7. 69-7. 59 
(5H,m),7.38(2H, d,J=8.7Hz 
),4. 86 (IH, quint, J=8.7Hz) 
, 2. 12-1. 90 (6H, m), 1.72-1. 
59(2H,m) 




>9 0% (NMR) 


MS 462 (M+1) 



219 



wo 03/000254 



10 



PCT/JP02/06405 







58 


IH NMR(5) ppm 


0 




CI 


300MHz. DMS0-d6 

12. 78(lH.s), 10. 69 (IH, s), 

C 0fi^7 70 (QU tn\ A QO/IU 
o. r . 4 ^Kvtiy luj , 4. \In, 

quint, J=9. OHz) . 2. 34-1. 70 
von, , I. f 0 i. oi vZn, my 


> 9 0% (NMR) 




MS 


494 (M+1) 









59 


IH NMR(6) ppm 




'1 /=\ H 
^ > — i 


300MHz, DMS0-d6 
10. 82 (IH, s),8. 34 (IH, s),8 
. 14and7. 84 (4H, ABq, J=8. 4H 
z).8. 06and7.66(4H, A' B' q, 
J=8.6Hz),8. 06-7. 98 (4H. m) 
, 5. 01 (IH, quint, J=9. 3Hz) , 
2. 35-2. 15(4H,ni),2. U-1.9 
6(2H,id), 1.80-1. 62 (2H,id) 


*^ >9 0% (NMR) 




MS 


460 (M+1) 







IH NMR(6) ppm 

300MHz, DMS0-d6 
lO.eidH, s),8. 32 (IH, s),8 
. 12and7. 81 (4H, ABq, J=8. 9H 
z),8. 03and7. 93 (2H, A' B' q. 
J=8. 7Hz),7. 95and7. 59 (4H, 
A'B'q, J=8.4Hz) ,4.99(lH,q 
uint. J=9.0Hz).2.33-2. 12 ( 
4H,m),2. 10-1.93(2H,m), 1. 
80-1.63(2H,m),1.34(9H,m) 




> 9 0% (NMR) 


MS 482 (M+1) 


220 



wo 03/000254 



PCT/JP02/06405 



m 11 


mmm^- ei 


IH NMR(6) ppm 

300MH2, DMS0-d6 
10.6(1H, s),8. 34 (IH, s),8. 
13 (2H, d,J=8. 7Hz).8. 09-7. 
98(4H,id).7.82(2H. d. J=8.7 
Hz), 7. 50-7. 35(5H.m),7.20 
-7. 17(2H,d, J=9.0Hz),5.24 
(2H,s),5.01(lH,quint, J=9 
.3Hz),2. 40-1.60(8H.id). 


o 

b ^ 


>9 0% (NMR)' 


MS 532 (M+1) 



mi&mm^ 62 


IH NMR(6) ppm 




300MHz. DMS0-d6 
8. 32 (IH, s),8. 26 (IH, d, J=8 
.7Hz),8.04(lH, d, J=8. 7Hz) 
,7.77(2H. d, J=8. 4Hz).7. 52 
(2H. d, J=6.9Hz),7. 46-7. 39 
(5H,m).5.28(2H, s), 4. 38(1 

H, m).3. 71(lH,m),2. 60-2. 1 
5(2H,m),2. 04-1.96(4H,m), 

I. 30-1.20(2H,m). 


^ > 9 0% (NMR) 




MS 443<M+l) 





mmmm^ 63 


IH NMR( 8 ) ppm 

300MHz, DMS0-d6 

8. 27 (IH, s),8. 14 (IH, d,J=8 

.7Hz),7. 96 (IH, d,J=8. 4Hz) 

.7.71(2H.d,J=9.0H2),7.51 
(2H,d, J=6. 9Hz),7. 46-7. 37 
(3H,m),7. 30(2H,d, J=8. 4Hz 

),5. 25 (3H, s).4. 39(lH,m). 

3. 44(lH,m),3. 27 (3H, s),2. 

60-1. 95(6H,m), 1.25-1. 05 ( 

2H, m) . 


0 

K 


Ji^9 0% (NMR) 


MS 457 (M+1) 


221 



wo 03/000254 



PCT/JP02/06405 



^ 12 




IH NMR(6) ppm 


o 


300MHz, DMS0-d6 
12. 25(IH,brs),7. 70-7. 30 ( 
yH, m; , 7- zu vzH, d, J-o. 7Hz^ 
,7. 14 (IH, d. J=8. 4Hz),5. 20 
(2H, s) , 4. 84 (IH, quint, J=d 
.0Hz),3.66(2H,s),2. 30-1. 
oKoH, m; 


*^ >9 0% (NMR) 




MS 427 (M+1) 





65 


IH NHR(6) ppm 

300MHz, DMS0-d6 
12. 64(lH,brs),8. 13 (IH, s) 
,7.80(lH,d. J=7.2Hz),7. 69 
(IH, d, J=8. 7Hz),7. 48-7.30 
(5H,m).5. 11 (2H, s),5. 03(1 
H,quint, J=8. 7Hz),4. 20-4. 
05(2H,m),3. 45-3. 90(3H,ib) 
.2. 15-L60(12H,m) 




>9 0% (NMR) 


MS 448 (M+1) 





66 


1H NMR(5) ppm 






300MHz, DMS0-d6 
10. 59 (IH, s),8.31(lH, s),8 
. 10 (2H, d, J=8. 6Hz).8. 03(1 
H, d, J=8. 7Hz) , 8. 00-7. 85(3 
H, in).7. 80 (2H, d,J=8. 6Hz). 
7.41(2H,d, J=8. 2Hz),4. 98 ( 
IH, quint, J=8. 8Hz),2. 71-1 
.10(19H.ni) 


^Bt > 9 0% (NMR) 




MS 


508 (M+1) 




222 



wo 03/000254 



m 13 



PCT/JP02/06405 





67 


IH NMR(6) ppm 


0 

1 

"° ID 




300MHz. DMS0-d6 
12.81(lH.brs).8.42(lH, s) 
, 7. 90 (In, d, J-o. onz) , 7. 80 
-7. 52(6H,m),7.44(2H, d, J= 
8. 6Hz) , 5. 25 v2H, s; , 4. 88 U 
H, quimt, J=8. 8Hz) , 2. 30-1. 
52 (8n, m) 




>9 0% (NMR) 




MS 


481 (M+1) 





mmmm^ 68 


IH NMR(5) ppm 




300MHz, DMS0-d6 
S.SKlH. d, J=L4Hz),8. 05 ( 
IH. d.J=8. 6Hz).7. 96 (IH. d, 
J=8. 6Hz),8. 86-8. 61 (4H, m) 
.7.51(1H, d, J=6.3Hz),7. 33 
(2H,d, J=8.8Hz),5. 28(2H,s 
) , 4. 94 (IH, quint, J=8. 8Hz) 
, 2. 31-1. 60 (8H, m) 


*^ > 9 0% (NMR) 




MS 481 (M+1) 





mmmm 


# 69 


IH NMR(6) ppm 


■A 




300MHz. DMS0-d6 
9. 88 (IH. s),9.42(lH. s),8. 
32 (IH, s),8. 09and8. 02 (2H. 
ABq. J=9. GHz) , 7, 81and7. 78 
(4H,A' B' q, J=9.2Hz),7. 50 ( 
2H. d, J=7. 8Hz),7.3l(2H.t, 
J=7.8Hz),7. OOdH, t, J=7.8 
Hz), 5. 03 (IH, quint, J=8. 7H 
z),2. 34-2. 17.(4H,m),2. 13- 
1. 96 (2H. m), 1. 83-1. 64 (2H. 
m) 


>9 0% (NMR) 


MS 


441 (M+1) 




223 



wo 03/000254 



m 14 



PCT/JP02/06405 



mmm^^ 70 


IH NMR(5) ppm 


0 

0 Q 


300MHz, DMS0-d6 
8. 27 (IH, d. J=l. 2Hz),8.04( 
IH, d, J=8. 7Hz; , 7. 94 (IH, d, 
J=8. 7Hz),7. 72 (2H, d,J=8.7 
Hz), 7. 60-7. 20(12H, in)6. 74 
(IH, s).4. 92 (IH, quint. J=8 
. 9H2) , 2. 30-1. 58 (8H, m) 


>9 0% (NMR) 




MS 489 (M+1) 







IH NMR(6) ppm 


0 


300MHz, DMS0-d6 
8.31(1H, s),8. 05 (IH. d, J=8 
.7Hz),7. 97 (IH, d, J=8. 7Hz) 
,7. 76 (2H, d. J=8. 6Hz),7. 44 
-7. 19 (7H. ni),4. 94 (IH, quin 
t, J=8. 8Hz) . 4. 35 (2H, t, J=6 
.7Hz),3. 10 (2H, t,J=6.7Hz) 
,2. 32-1. 60 (8H, m) 


>9 0% (NMR) 




MS 427 (M+1) 







72 


IH NMR(5) ppm 


0 




300MHz, DMS0-d6 
8. 30 (IH, s),8. 25 (IH, d, J=8 
. 7Hz) , 8. 03 (IH, d, J=9. OHz) 
,7.75(2H,d,J=8. 7Hz),7.51 
(2H,.d,J=7. 2Hz),7. 46-7. 33 
(5H,m),5.27(2H, s),4. 36(1 
H,m),2. 50-2. 25(2H,m),2. 1 
5-2. 00(2H,m), 1.95-1.85(2 
H, m), 1. 35(lH,m), 1.20-1. 1 
0(2H,m),0. 87 (9H, s). 




>9 0% (NMR) 




MS 


483 (M+1) 





224 



wo 03/000254 



PCT/JP02/06405 



^ 15 



mmm^^ 73 


IH NMR(6) ppm 

300MH2,DMS0-d6 
7. 59(2H,d,J=8.4Hz) , 7. 52- 
7.35(6H.m),7.20(2H,d. J=8 
.7Hz).7. 14 (IH. d.J=2.1Hz) 
,6. 90(lH,dd, J=9.0. 2.4Hz) 
,5.21(2H, s),4. 83 (IH, quin 
t, J=8. fuzi , 4. 70 Un, , 2. 
30-1. 90(6H,ro), 1.75-1. 55 ( 
2H.m). 


0 

II 


>9 0% (NMR) 


MS 443 (M+1) 



m&m^^ 74 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 27 (IH, s),8. 06and7.97(2 
H, ABq, J=8. 7Hz) , 7. 57and6. 
86 (4H, A' B' q. J=8.9Hz),7.4 
2-7. 26(5H,m),5.04(lH, qui 
nt,J=9. 0Hz).4. 42 (2H. s).2 
.32-1.94(6H.m),l. 80-1.62 
(2H, m) 


0 






>9 0% (NMR) 


MS 


412 (M+1) 




nmm^ 75 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.80(1H, s),8. 26 (IH, s),7 
.90(lH,d, J=9.2H2),7. 76-7 
.60(8H.m).7.35(2H. d, J=8. 
4Hz),4. 84 (IH, quint, J=8.8 
Hz), 3. 23 (3H. s),2. 32-1. 90 
(6H,m). 1.78-1. 61 (2H, m) 


0 






>9 0% (NMR) 


MS 


476 (M+1) 


225 



wo 03/000254 



PCT/JP02/06405 



^ 16 





76 


IH NMR(6) ppm 


0 




300MHz, DMS0-d6 

8.29(1H, s),8.07and7.49(2 

00 (4H. A'B'q.J=7. 7Hz).7.3 
y 1 , c't vOfii my I 0. uo ^iti, qui 
nt, J=8. 8Hz),4. 76 (2H, s),3 

). 1.81-1. 62 (2H, m) 




>9 0% (NMR) 




MS 


426 (M+1) 







77 


IH NMR(5) ppm 






300MHz, DMS0-d6 
8.21(1H, s),7. 87 (IH, s).7. 
56and7. 43 (4H, ABq, J=8. iHz 
),7. 34-7. 16(5H,m),4. 25(1 
h.brt, J=12.5Hz),3. 06-2.9 
2 (4H,in), 2.41-2. 17(2H,ra), 
1.96-1.77(4H,m), 1. 72-1.5 
8(lH,m), 1.48-1. 15 (3H,id) 


Mie >9 0% (NMR) 




MS 


425 (M+ I) 









78 


IH NMR(6) ppm 






3 


300MHz, DMS0-d6 

8. 14 (IH, s),7. 79(lH,d, J=9 

.0H2).7. 57 (IH, d,J=8. 7Hz) 

.7.40-7.20(5H,m),4.89(lH 

,quint,J=8.7Hz),3. 54 (2H. 

s),3. 19-2. 90(3H,m),2. 23- 

1.69(14H,m) 


>9 0% (NMR) 




MS 


404(M+1) 







226 



wo 03/000254 



PCT/JP02/06405 



m 17 



mmmm^ 79 


IH NMR(6) ppm 


0 


300MHz. DMS0-d6 

8. 15 (IH. s),7.8l(lH. d,J=8 

AH-?) 7 MOH d T=Q OHy) 
50-7. 38(5H,ni),5.05(lH 

5(3H,ni),2.20-L65(l4H,m) 


>9 0% (NMR) 




MS 418 (M+1) 





%lkmm^ 80 


IH NMR(6) ppm 


0 


300MHz, DMS0-d6 
8. 17(lH.in),7. 84 (IH, d. J=8 
.4Hz),7. 78-7.62(3H,m).7. 
49 (2H, d, J=8. 1H2).5. 05-4. 
91(lH,in),3. 80-3. 70 (2H. m) 
,3.30-3. 12 (IH. m), 2. 48-2. 
31 (5H, m) , 2. 15-1. 60 (12H, m 
) 


> 9 0% (NMR) 




MS 468 (M+1) 





nMm^^ 81 


IH NMR(6) ppm 


0 


300MHz, DMS0-d6 
12.75(1H, brs),8.2l(lH,d, 
J=l. 4Hz),7. 49 (IH, d, J=8.6 
Hz),7.85(lH, dd.J=8. 6,1.4 
Hz). 7. 70-7. 55 (5H, id),7. 23 
(2H,d, J=8. 7H2).5. 25(2H, s 
).4. 36-4. 15(lH,m).2. 39-2 
. 18 (2H, in),2. 00-1. 78(4H,m 
), 1.70-1. 57(lH,m),l. 48-1 
. 15(3Hiin) 


>9 0% (NMR) 




MS 495 (M+1) . 




227 



wo 03/000254 



PCT/JP02/06405 



^ 18 



mmMm^- 82 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 27 (IH, s),8. 22(lH. d, J=8 
.7Hz),8. 02(lH,d,J=8. 7Hz) 
,7. 69 (2H, d, J=8.7H2),7. 60 
-7.50(4H, m),7. 45-7. 25 (8H 
, n) , 6. 75 (IH, s) , 4. 21-4. 23 
(lH,m),2. 39-2. 18(2H,m),2 
. 10-1. 78 (4H,m), 1.70-1. 15 
(4H, m) 


U 

■ Ho'Si^'V-r'Vo r-\ 

0 Q 


> 9 0% (NMR) 


MS 503 (M+1) 




mmmm^- 83 


IH NMR(6) ppm 

300MHz. DMS0-d6 
13.2(1H, brs),8. 30 (IH, s), 
8. 23 (IH, d, J=8.8Hz),8. 02 ( 
IH, d, J=8. 7Hz),7. 74 (2H, d, 
J=8. 6Hz).7. 40-7. 33 (5H, m) 
,5.22(2H, s),4.36(lH,m).2 
.50-1.40(10H,m),1.31(18H 
, s). 




>9 0% (NMR) 


MS 539 (M+1) 





IH NMR(5) ppm 


0 


mixture of 

isomers (cis:trans=3: 1) 
300MHz, DMS0-d6 
8. 30(1H, s),8. 20-7. 95 (2B, 
m),7. 72 (2H, d,J=8. 4H2),7. 
52-7. 29 (7H, m),5. 25 (2H, s) 
,4. 34. 3.40(lH,m).2. 50-2. 
20 (2H, m),2.05-1.50(6H,m) 
,1. 14, 0. 90 (3H, d,J=6. 9. 6. 
3Hz), 1.09(lH.m). 


^ >9 0% (NMR) 




MS 441 (M+1) 




228 



wo 03/000254 



PCT/JP02/06405 



m 19 



mmm^ 85 


IH NMR(6) ppm 


0 


300MHz,DMSO-d6 
8. 25 (IH, s),8. 14-7. 83 (6H, 
m) , 7. 77-7. 44 (5H, m) , 7. 21 ( 
2H, d. J=7. 8Hz),4. 44(2H,br 
t),4. 31(1H, brt),3. 56 (2H, 
brt), 2. 20-2. 16 (2H, m),2.0 
0-1. 74(4H, m), 1.70-1.55(1 
H.m). 1.45-1. 14(3H.m) 


>9 0% (NMR) 




MS 491 (M+1) 







IH NMR(6) ppm 

30bMHz, DMS0-d6 
12. 75 (IH, s),8. 23 (IH, s),8 
. 15 (IH. d.J=7. 6Hz).8. 02-7 
.53(10H, m),7.32(2H.d, J=8 
.7Hz),5. 68 (2H, s),4: 32 (IH 
, brt, J=12. 2Hz) , 2. 41-2. 20 
(2H. m) , 2. 01-1. 78(4H,m), 1 
. 71-1. 56(lH.m), 1.50-1. 16 
(3H, m) 




^ >9 0% (NMR) 


MS 477 (M+1) 




mmm^^ 87 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 75(lH,brs),.8. 16 (IH, s) 
,7.91and7. 82(2H,ABq, J=8. 
5Hz).7.44and6.86(4H, A'B' 
q, J=8.6Hz),7. 39-7. 26(10H 
,m),4. 82 (2H, s),4. 35(lH,b 
rt. J=12.2Hz),2. 35-2. 16(2 
H,m), 1.97-1. 75(4H.m). 1.6 
9-1. 56(lH,m),L 45-1. 16(3 
H.m) 




Pi.^ >9 0% (NMR) 


MS 516 (M+1) 



229 



wo 03/000254 



« 20 



PCT/JP02/06405 





IH NMR(6) ppni 


0 ^ 


300MHz, DMS0-d6 
8.31(1H. s).8. 26and8. 06(2 
H. ABq, J=8. 9Hz) , 7. 73and7. 
22 (4H, A' B' q,J=8. 7Hz),7.5 
0-7. 36(8H,m),5. 10 (2H. s). 
4.37(lH.brt, J=12. 2Hz).2. 
38-2. 28(2H,oi),2. 10-1. 80 ( 

4H,m), 1-70-1. 56 (lH,in),l. 
50-1. 20 (3H, m) 


>9 0% (NMR) 




MS 503 (M+l) 





mmmm-^ 89 


IH NMR(d) ppm 










*6S 9 1% (HPLC) 




MS 427 (M+l) 





mmim^ 90 


IH NMR(6) ppm 


0 

0 g 


300MHz. DMS0-d6 
8. 40-8. 20 (2H, m).8. 04 (IH, 
d. J=8. 4Hz),7.65(2H, d,J=8 
.4Hz),7. 50-7. 10(12H,m),5 
.08(1H. ni),4. 33 (IH, m),3.0 
0(4H,ffl),2. 50-1. 10(10H,in) 


> 9 0% (NMR) 




MS 531 (M+l) 





230 



wo 03/000254 



m 21 



PCT/JP02/06405 



mmmm^ 91 


IH NMR(6) ppm 


0 


b 0 


300MH2. DMS0-d6 

8. 31 (IB, s).8.27(lH, d.J=8 

TU \ 0 AO 0 AO ^OLI *7 

. Tnz) , 8. 08-8. 03 (3H, m; , / . 
77-7. 58 (5H. m),7. 31(2H.d. 
J=8. 7Hz; , 5. 81 (2n, s; , 4. 40 
(lH.m),2. 50-1.20(10H.in). 


m9 0% (NMR) 




MS 


455 (M+1) 





MMmm^ 92 


IH NMR(d) ppm 

300MHz, DMS0-d6 
11.8(lH,brs),8. 07 (IH, s), 
7. 89 (IH. d. J=8. 7Hz).7. 84 ( 
IH, d, J=8. 4Hz),7. 69(2H,m) 
,7. 48 (3H, m),4. 42 (2H, s),4 
.IKIH, m).3. 73 (4H, m),3.4 
0(4H,m),2.40-1.40(10H,m) 


0 2HCI 


>9 0% (NMR) 


MS 419 (M+1) 




mrnrn^^ . 93 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 32 (IH. s).8. 28 (IH. d. J=8 
■.9H2),8. 05(lH,d, J=8.7H2) 
,7.72(2H.d, J=8.7Hz),7.38 
(4H, d. J=7. 2Hz).7.3l(4H,t 
, J=7. 3Hz),7. 21-7. 17(4H,m 
).4. 37 (IH, m),4. 26 (IH, t, J 
=7. 9Hz),4.0l(2H,t, J=6. 2H 
z) , 2. 57 (2H, m) , 2. 50-2. 20 ( 
2H,m),2. 10-2. 00 (2H, m),2. 
00-1. 75 (2H,m), 1.75-1. 55 ( 
IH, m), 1.55-1. 20 (3H.m). 


0 


j^i^ > 9 0% (NMR) 


MS 531 (M+1) 



231 



r 



WO 03/000254 



PCT/JP02/06405 



m 22 


nmm^^ 94 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32 (IH. s).8. 27 (IH, d,J=9 
.0Hz).8. 05 (IH, d,J=8. 7Hz) 
.7. 75-7. 70 (3H, m),7. 56 (IH 
. d, J=8. 4Hz) , 7, 55-7. 35 (6H 
,m).7.22(2H. d.J=8. 7Hz),5 
. 11 (2H, s),4. 36(lH,m),2. 4 
0-2. 15(2H,m).2. 15-1.95(2 
H,m), 1.95-1. 75(2H,m), 1.7 
5-1.55(lH, m). 1. 55-1.20(3 
H,m). 


0 <r^ 


m.m. >9 0% (NMR) 


MS 537 (M+1) 




^igMH-^ 95 


IH NMR(6) ppm 

300Hz, DMS0-d6 

12.9(1H, brs).8. 02 (IH, s), 

7. 82(2H,m),7. 40-7. 25 (5H, 

m),4..58(2H, s)', 4. 09(1H, ra) 

.3.71(lH.m),3.49(2H,m),3 

.21(2H.m),2. 35-1. 30(14H. 

m). 




M-K > 9 0% (NMR) 


MS 434 (M+1) 




m&mm^ 96 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 31(1H, d,J=1.3Hz),8. 27 ( 
IH, d. J=8. 8Hz) . 8. 05 (IH, d, 
J=8.8Hz),7.76(2H. d, J=8. 7 
Hz) , 7. 40-7. 25 (4H, m) , 7. 06 
-6. 90 (3H. m) , 4. 53-4. 26 (5H 
,m).2. 40-2. 18(2H,m),2. 12 
-1.56(5H. m), 1.50-1. 19 (3H 
,m) 


0 


. >9 0% (NMR) 


MS 457 (M+1) 
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mmm^^ 97 


IH NMR(5) ppm - 

300MHz. 0MSO-d6 
8. 32 (IH, d,J=1.3Hz),8.29( 
lH,d, J=8. 8Hz),8. 05 (IH, dd 
, J=8. 8, 1. 3Hz),8. 42 (2H, d, 
J=8.8Hz),7.37-7.16(7H,in) 
,4. 48-4. 30 (IH, id).4. 12 (2H 
, t, J=6. 2HzJ , 2. 83-2. 70 (2H 
,ni),2. 40-1.50(9H,m). 1.59 
-1.19(3H.m) 


0 


^ > 9 0% (NMR) 


MS 455 (M+1) 




mmm^^- 98 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 28 (IH, d,J=l. 3Hz).8.2l( 
lH,d,J=8. 8Hz),8.01(lH, d. 
J=10. 1H^),7. 70 (2H, d. J=8. 
7Hz),7. 33-7. 12(7H,in),4.4 
4-4. 28(lH,m).4. 10 (2H, t.J 
=6. 3Hz),2. 62 (2H, t, J=7. 4H 
z),2. 39-2. 15(2H,ni),2. 10- 
1. 18(l4H,m) 




>9 0% (NMR) 


MS 483 (M+1) 





99 


IH NMR(5) ppm 


0 


O 


300MHz, DMS0-d6 
12.93(lH,brs),8. 30 (IH, d, 
J=1.4Hz),8. 04 (IH, d, J=8.7 
Hz),7.92(lH,dd, J=8.7.1.4 
Hz), 7. 59-7.34(5H,m),7. 07 
(IH, s).5. 38 (2H, s),4. 78-4 
.60(lH.in),2. 32-2. 14(2H,in 
),2. 03-1.28(8H,m) 


. >9 0% (NMR) 




MS 


418 (M+1) 
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mmm^"^ loo 


IH NMR ( 6 ) ppm 

300MHz, DMS0-d6 
8.46(1H, d, J=2. lHz),8. 16 ( 
IH, s),8.00(lH, dd. J=8. 5.2 
. lHz),7. 87 (IH, d,J=8. 5Hz) 
,7. 68 (IH, d, J=8. 5Hz),7. 55 
-7. 30 (5H, m) , 7. 08 (IH, d, T= 
8. 5Hz).5. 45 (2H. s).4. 25-4 
.08(lH.ro),2. 39-2. 18(2H.m 
),2. 00-1. 75 (4H.ni). 1.70-1 
. 55(lH.ni),l. 45-1. 19(3H.m 
) 


0 


> 9 0% (NMR) 


MS 427 (M+l) 




mmmm^- loi 


IH NMR(S) ppm 

300MHz, DMS0-d6 
8. 33 (IH. s).8.31(lH, d, J=6 
.9Hz) . 8. 06(lH, d,J=8.4Hz) 
,7. 76and7. 29(4H,ABq, J=8. 
9Hz),6. 68 (2H, s),4. 37 (IH, 
m).4. 35 (2H, t, J=7. 0Hz).3. 
79 (6H, s),3. 63(3H,s),3. 04 
(2H, t, J=6. 9Hz),2. 30(2H.m 
),2. 04 (2H, ra), 1.86(2H,m). 
1.65(lH,m), 1.50-1. 15 (3H, 
m) 


H3C-0 0 
H3C 


> 9 0% (NMR) 


MS 531 (M+l) 




mmi$im^ 102 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 88 (IH, s),8.34(lH, s),7 
.86(lH,d, J=8. 5Hz),7. 73(1 
H, d. J=8. 5Hz),7. 63and7. 23 
(4H,ABq, J=8. 7Hz),7. 52-7. 
35 (5H, in),5. 22 (2H, s),4. 31 
(IH, m),2. 39 (2H. m). 1.79(2 
H, m), 1.53(2H,m), i.3l(2H, 
m),l. I1(3H, s),0. 95 (3H. s) 


HgC 


>9 0% (NMR) 


MS 455 (M+l) 
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IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 79(lH.brs),8.22(2H. s) 
,8. 02-7. 78(4H,m),7.63-7. 
42 (6H, m) , 7. 20-7. 09 (2H, m) 
,4. 43 (2H, s),4. 27(lH.brt, 
J=12.2Hz),3. 59 (2H. s),2.3 
9-2. 15 (2H, m; , 1. 98-1. 7z C4 
H,m), 1. 68-1. 59(lH,m), 1.4 
3-1. 12(3H,m) 


b 


> 9 0% (NMR) 


MS 491 (M+1) 




mmm^^- 104 


IH NMR( 6 ) ppm 

300MHz, DMS0-d6 
12. 75 (IH, s),8. 23 (IH, s),7 
. 94and7. 86 (2H, ABq, J=8. 6H 
z),7.64and7. 05(4H,A' B' q, 
J=8. 7Hz),7. 32-7. 09 (9H, m) 
,5. 13 (2H, s),4. 28(lH,brt. 
J=l2.2Hz),2. 36-2. 19(2H,m 
),1. 95-1. 77 (4H. m), 1.66-1 
.56(lH,m), 1. 46-1. 10(3H,m 
) 


0 0 


>9 0% (NMR) 


MS 519 (M+1) 




mmm^^- 105 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 23 (IH, s),7. 94and7. 87 (2 
H. ABq, J=8. 6Hz) , 7. 68and7. 
17(4H,A' B' q, J=8. 7H2).7.4 
6-7. 33 (6H, in) , 6. 93and6. 75 
(2H.A'B''q.J=8.2Hz),6. 82 ( 
IH, s),5. 13 (2H, s),4. 30 (IH 
, brt, J=12. 2Hz) , 2. 39-2. 18 
(2H,m),1.98-1.77(4H,m),l 
.71-1. 59(lH,m), 1.48-1.20 
(3H, m) 


0 


>9 0% (NMR) 


MS 519 (M+1) 
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%Mm^^- 106 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 89(lH,brs),9. 73 (IH. s) 
,8. 24 (IH, s),8. 03and7.91( 
2H, ABq,J=8. 7Hz), 7. 66and7 
.04(4H, A' B' q,J=8. 7Hz),7. 
16-7. 03 (3H, m),6. 89 (2H, t, 
J=9. 2Hz) , 4. 33 (IH, brt, J=l 
2. 2Hz),2. 40-2. 18(2H,m),2 
. 00-1. 78(4H,m), 1.70-1. 58 
(IH, m). 1.50-1. 20(3H.m) 


0 


> 9 0% (NMR) 


MS 429 (M+1) 




m&m^^ 107 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 98(lH,brs),9. 82 (IH, br 
s),8. 27 (IH, s),8. 09and7.9 
4(2H, ABq, J=8. 7Hz) , 7. 74an 
d7. 22 (4H. A* B' q, J=8. 7Hz). 
7. 28-7. 22 (IH, m),6. 67-6.5 
4(3H,in),4..35(lH, brt,J=12 
.2Hz),2. 40-2. 20(2H,ra),2. 
05-1. 80 (4H, m), 1.72-1. 59 ( 
lH,m), 1.50-1. 21(3H,m) 


0 


>9 0% (NMR) 


MS 429 (M+1) 





108 


IH NMR(6) ppm 






300MHz. DMS0-d6 
8. 24 (IH, s),8.01and7. 90(2 
H,ABq.J=8. 7Hz),7. 65and7. 
03 (4H, A' B' q,J=8. 7Hz),7.3 
2-7. 20(3H,m),7. 08-7. 03(1 
H. ra).4. 32(lH.brt. J=12.2H 
z).3. 77 (3H, s).2. 36-2. 20 ( 
2H, m),2. 00-1.78(4H,m), 1. 
71-1. 59 (lH,m), 1.44-1. 11 ( 
3H. m) 




>9 0% (NMR) 




MS 


443 (M+1) 
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^ 27 





IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 75 (IH. s),8.24(lH. s).7 
.96and7.87(2H.ABq, J=9.0H 
z),7.69and7. 19 (4H, A' B' q, 
J=8.6Hz).7. 37 (IH, t,J=7,l 
Hz). 6. 84-6. 70(3H.m),4.31 
(IH, brt, J=12. 2Hz) , 3. 78 (3 
H. s).2. 39-2.20(2H.in), 1.9 
8-1.78(4H,m),l. 76-1.60(1 
H,m), 1. 48-1. 13(3H.ni) 


0 


^ >9 0% (NMR) 


MS 443 (M+1) 




mmmm^- no 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 31 (IH, s),8. 26and8. 04(2 
H, ABq,J=8. 8Hz).7. 75and7. 
71 (4H, A' B' q, J=8. 8Hz),7.3 
2-7. 03 (4H, m),4. 34(lH.brt 
, J=12. 2Hz),3. 94 (2H, t, J=6 
.3Hz),2. 40-2. 19(2H,m),2. 
ll-1.8l(4H,m), 1.72-1. 16( 
6H,m),0.71(3H, t, J=7. 3Hz) 




>9 0% (NMR) 


MS 471 (M+1) 





111 


IH NMR(6) ppm 


0 




300MHz, DMS0-d6 
8. 22 (IH, s),7.91and7. 87(2 
H, ABq,J=8. 7Hz).7. 68and7. 
18(4H,A' B' q, J=«. 7Hz),7.3 
5(1H, t, J=8. 5Hz),6. 80 (IH, 
d, J=9.0Hz).6. 72-6. 68 (2H, 
m),4. 30(lH,brt, J=12. 2Hz) 
,3. 94(2H,t, J=6. 5Hz),2. 39 
-2. 18 (2H,m), 1.97-1. 58 (7H 
,m), 1. 45-1. 20 (3H. m),0. 97 
(3H, t, J=7. 4Hz) 




> 9 0% (NMR) 


MS 


471 (M+1) 
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112 




MS 



>9 0% (NMR) 



497 (M+1) 



IH NMR(6) ppm 

300MH2, 0MSO-d6 
12. 73 (IH, s).8. 22 (IH, s),7 
. 94and7. 85 (2H, ABq, J=9. 3H 
z),7. 6land7. 01 (4H, A' B' q, 
J=8. 6H2),7. 25-7. 00 (4H, m) 
,5. 25(2H, brs).4. 55 (2H, d, 
J=6. 6Hz),4. 29(lH,brt, J=l 
2. 2Hz),2. 38-2. 18(2H,m), 1 
. 96-1. 78(4H,m), 1.70-1. 56 
(lH.m),1.67(3H, s). 1.60(3 
H, s). 1.48-1. 15(3H,m) 



mmmm-B- 113 


IH NMR(S) ppm 

300MHz, DMS0-d6 
12. 75 (IH, s),8. 23(lH,s),7 
.95and7.86(2H,ABq,J=8. 9H 
z),7. 69and7. 18(4H,A'B' q. 
J=8. 9Hz),7. 35(lH, t, J=8.3 
Hz), 6. 81-6. 69(3H,m),5. 41 
(2H,brs),4. 54 (2H. d. J=6. 6 
Hz),4. 31(1H, brt, J=12. 2Hz 
).2.41-2. 18(2H.m), 1.98-1 
.76(4H,m),l. 73 (3H, s),1.7 
0-1. 58 (IH, m), 1.68(3H, s), 
1.45-1. 17(3H,b) 


0 


>9 0% (NMR) 


MS 497 (M+1) 




mmmm-^ 114 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 73 (IH, s),8. 22(lH, s),7 
.94and7.85(2H,ABq.J=8.4H 
z),7. 60and6. 99(4H,A'B' q, 
J=8.6Hz),7.29-7.00(4H, m) 
,4. 29(lH,brt, J=12. 2Hz),3 
.99(2H,t, J=6. 3Hz),2. 41-2 
. 20 (2H,m), 1.95-1. 76 (4H,m 
), 1.70-1. 14(7H,m),X). 76(3 
H, d, J=6. BHz) 


0 , 


^ > 9 0% (NMR) 


MS 499 (M+1) 
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m&mm^ 115 


IH NMR(6) ppm 


0 


300MHz, DMS0-d6 

8. 23 (IH, s),7. 93and7. 87(2 

H ARn T=:R fiHy^ 7 RQanH? 

19 (4H. A'B' q, J=8. 6Hz),7.3 

0 \ln, X, J 1 . (jiVL) , u. D. O 

9(3H, m),4. 30 (IH, brt, J=12 

,2. 38-2. 20(2H,in), 1.97-1. 
54 (8H,m), 1.47-1. 20 (3H,m) 
.0. 93 (6H, d. J=6.6H2) 


^ > 9 0% (NMR) 




MS 499 (M+1) 







116 


IH mid) ppm 


HO 




300MHz, DMS0-d6 
8. 30 (IH, s).8. 25 (IH. d. J=8 
.9Hz).8. 03.(1H, d, J=8.8Hz) 
,7;68(2H,d, J=8.8Hz),7. 24 
(2H, d, J=7. 2Hz) , 7. 19-7. 10 
(6H,m),6. 94 (2H, t, J=7. 2Hz 
).4. 34 (IH. in). 4. 19 (4H, brs 
),3. 10(4H.brs),2. 40-2. 15 
(2H,m),2. 10-1.95(2H,m), 1 
.95-1. 75 (2H, m), 1.75-1.55 
(1H,id), 1.55-1. 20 (3H, m). 




> 9 0% (NMR) 


MS 


557 (M+1) 


- 



mm&im-^ 117 


IH NMR(6) ppm 


0 


CF3 


300MHz. DMS0-d6 
12.8(1H, brs), 8. 22 (IH, s), 
7.98(1H. d, J=8. 7Hz),7. 87 ( 
IH, d, J=8.6Hz),7.80(2H,d, 
J=8. 2Hz).7. 72-7. 67 (3H. n) 
.7..59(2H,d.J=8. 7Hz),7. 54 
-7.51(2H,m),7. 42-7. 41 (IH 
,m),7. 11 (2H, d, J=8. 8Hz),5 
.09(2H, s),4. 27(lH,in),2.4 
0-2. 15(2H,m),2. 00-1.75(4 
H.m), 1. 75-1.55(1H,id),1.5 
5-1.15(3H.in). 


> 9 0% (NMR) 


MS 


571 (M+1) 
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^ 30 


Mmm^^ 118 


IH NMR(6) ppm 

SOOMHz, DMS0-d6 
13,3(lH,br5).8. 30 (IH. s). 
8. 25 (IH, d, J=8. 9Hz),8. 04 ( 
IH, d. J=8. 7Hz),7. 72 (2H, d. 
J=8. 8Hz) , 7. 57 (4H, d. J=8. 6 
Hz),7.47(4H, d.J=8.6Hz),7 
.33(2H.d. J=8. 9Hz),6. 84(1 

H, s),4.33(lH,m).2.45-2. 1 
0(2H,in),2. 10-1.95(2H,m), 

I. 95-1. 70(2H,m), 1.70-1. 5 
5(lH,in).l. 55-1. 15(3H.ni). 


o 

Cl 


> 9 0% (NMR) 


MS 571 (M+l) 




nmm^^ 119 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32-8. 30(2H,in).8. 07-8.0 
3(lH,m),7. 74and6; 90 (4H,A 
Bq, J=8. 7Hz).4. 37 (IH, m),4 
.31(2H, t, J-6. 8Hz),3. 74(3 
H, s),3. 04 (2H, t,J=6. 7H2), 
2. 30(2H,m>,2.02(2H,m), 1. 
86(2H,Di), 1.63(lH,m), 1.55 
-1. 15 (3H. m) 


t) 0 

p 
H3C 


>9 0% (NMR) 


MS 471 (M+l) ■ 




^mmm"^ 120 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 23 (IH, s).7. 99 (IH, d, J=8 
.7Hz),7. 88 (IH, d, J=8.4Hz) 
,7. 61and7. 16 (4H. ABq, J=8. 
6H2),7.30-7. 22(2H,in),7.0 
1(2H, d, J=8. lHz),6. 92 (IH, 
t, J=7. 5H2).4. 28(lH,m),4. 
25 (2H, t, J=7. 2Hz) , 3. 83 (3H 
,s).3.07(2H, t,J=7. lHz),2 
.28(2H. m)2. 00-1. 75 (4H, ra) 
, 1.70-1. 55 (IH, m),l. 50-1. 
15(3H.m) 


0 

t) 0 


> 9 0% (NMR) 


MS 471 (M+l) 
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mmm^^ 121 


IH NMR(6) ppm 


0 

^ CH3 


300MHz, DMS0-d6 
12.85(lH,brs),8.24(lH, s) 
.8.01(1H, d, J=8. 7Hz),7. 90 
(IH, d, J=8. 6Hz) , 7. 62and, 7 
.17(4H,ABq,J=8. 7Hz),7. 24 
(IH, III) , 6. 94 (2H, m) , 6. 82 (1 
H, in),4. 32(2H,t, J=6. 7Hz), 
3. 76 (3H, s),3.07(2H, t. J=6 
.7Hz),2. 29(2H,m),2. OO-I. 
75(4H.m). 1.70-1. 55 (IH.m) 


>9 0% (NMR) 


.1. 50-1. 15(3H,in) 


MS 471 (M+1) 






IIWJ#-^ 122 


IH NMR (6.) ppm 


0 


300MHz, DMS0-d6 
12.8(lH,brs), 8. 22 (IH, s), 
7. 87 (2H, m),7. 62(2H,d,J=8 
. lHz),7. 60-7. 20 (7H, in). 5. 
23 (2H, s),4. 46(lH.m),2. 50 
-2. 30(2H.m).l. 70-1.40(10 
H.m). 


^ ■ >9 0% (NMR) 




MS 441 (M+1) 






mmm^^ 123 


IH NMR(6) ppm 




300MHz, DMS0-d6 
8. 24 (IH, s).7. 97 (IH, d, J=9 
.OHz), 7. 87 (IH, d,J=8.4Hz) 
, 7. 65 (2H, d. J=8. 7Hz) , 7. 40 
-7.05(9H,m),7. 03 (2H, d. J= 
8. 4Hz).4.31(lH,m),4. 18(2 
H, t, J=6.6Hz),2.81(2H. t.J 
=6.3Hz),2.40-2.20(2H,ni), 
2. 00-1.70(4H.in), 1. 70-1.5 
0(lH,in), 1.50-1. 05 (3H, ra). 


> 9 0% (NMR) 




MS 533 (M+1) 
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IH NMR(6) ppm 

300MHz, DMS0-d6 
13. l(lH,brs).8. 29(iH, s), 
8. 17 (IH, d.J=8. 7Hz).7. 99 ( 
IH, d,J=8. 7Hz),7. 77 (2H, d, 
J=8. 7Hz), 7. 40-7.20(8H,m) 
,6.84(lH,d, J=9. 3Hz),6. 75 
o. 1 £ v^n, ID/ , rt. ou vin, ID/ , ^ 
.22(2H, t, J=6. 8Hz) , 3. 04(2 
H,t, J=6.7Hz),2.40-2.15(2 
H, ni),2. 15-1.95(2H,m), 1.9 
5-1. 75(2H,m), 1.75-1. 55(1 
H,m).l. 55-1. 15(3H,m). 


O 


>9 0% (NMR) 


MS 533 (M+1) 




%Wm% 125 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 32 (IH, s),8. 28(lH, d,J=8 
.7Hz),8. 05(lH,d,J=9.0Hz) 
,7. 73(2H,d, J=9. 0Hz),7. 43 
(4H, d, J=7. 2Hz) , 7. 36-7. 20 
(8H,in),4, 74 (2H, d, J=7. 5Hz 
),4. 57 (IH, t,J=7.5Hz),4.3 
8(1H, m), 2. 40-2. 15(2H,in), 
2. 15-1. 95 (2H, m), 1. 95-1.8 
5(2H,m), 1. 85-1.55(lH,m), 
1. 55-1. 20 (3H, m). 


b o 


>9 0% (NMR) 


MS 517 (M+1) 





126 


1H NMR(6) ppm 


HO 7 




300MHz, DMS0-d6 
8. 32 (IH, s),8. 14 (IH, d.J=8 
.7Hz),8. 03 (IH, d, J=8. 7Hz) 
.7.77(2H, d,J=9.0Hz),7. 52 
-7, 31(7H,m),5. 74(2H,m),5 
.26(2H, s),4.61(lH, m).2.9 
6(lH,m),2.60-2. 10(5H,m). 


> 9 0% (NMR) 




MS 


425 (M+1) 
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^ 33 



mmm^-^ 127 


IH NMR(6) ppm 

300MHz. DMS0-d6 
13.2(lH.brs),8. 33 (IH, s). 
8. 12 (IH, d,J=8. 7Hz),7. 96 ( 
lH.d,J=8. 8H2),7.79(2H.d. 
J=8. 7Hz),7, 52-7. 32 (7H, m) 
.5. 26(2H,s),4. 92 (IH. d,J= 
49. 4Hz; , 4. 57 Un, nu , 2. 66- 
2. 35(2H,in),2. 25-1. 50 (6H, 
m). 


0 

F 


^ >9 0% (NMR) 


MS 445 (M+1) 




128 


IH NMR(6) ppm 

300MHz, DMS0-d6 

8.21(1H, s),7. 92and7. 85(2 

H, ABq, J=8.6Hz),7. 61and7. 
06 (4H, A' B' q, J=8.6Hz).7.3 
6-6.91(9H,m).4. 24(lH,br't 
. J=12.2Hz),2. 35-2. 15 (2H. 
id),1. 95-1. 75(4H.m). 1.70- 

I. 58(lH,m), 1.48-1. 14 (3H, 
m) 


0 


>9 0% (NMR) 


MS 505 (M+1) 





129 


IH NMR(6) ppm 


0 




300MHz, DMS0-d6 
8.21(1H, s).7. 92and7. 86(2 
H, ABq. J=8. 6Hz) . 7. 69and7. 
22 (4H, A' B- q. J=8. GHz) , 7. 5 
2-7.39(lH,m). 7. 47and7. 41 
(2H. A'B'q, J=8. lHz),6.9l( 
IH. d, J=8. 0Hz),6. 89 (IH. d. 
J=8. 2Hz),6. 75 (IH, s).4. 36 
-4. 18(lH.m),2. 38-2. 17(2H 
.m). 1.95-1. 76(4H.ni).l. 70 
-1.59(lH.m), 1.44-1. 19 (3H 
,m) 




>9 0% (NMR) 


MS 


505 (M+1) 





243 
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0i 34 



MS 



130 




> 9 0% (NMR) 



590 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 27 (IH, s),7,69(2H, d, J=8 
.6Hz),7.49-7,21(llH.m),5 
.08and5.03(2H,ABq, J=12. 6 
Hz). 5. 07-4. 99 (IH, m).4. 26 
(2H, d. J=6.6Hz),2. 40-2. 18 
(2H, m),2.04-1.77(4H.m).l 
. 70-1. 58(lH,m), 1.48-1. 15 
(3H, m) 





1H NMR(5) ppm 

300MHz, PMS0-d6 
8. 29 (IH, s),8. 11 (IH, d, J*9 
• OHz), 7. 96 (IH, d, J=8.4Hz) 
,7. 80 (2H, d,J=8. lHz),7. 72 
-7.41(7H, m),7. 12 (IH, d.J= 
12. 6Hz),7.01(lH,d,J=8. 4H 
z).5. 12(2H,s),4.06(lH,in) 
,2. 35-2. 10(2H,m),2. 00-1. 
75(4H,m), 1.75-1. 55 (IB, m) 
, 1.60-1. 20 (3H,m). 


CFg 


>9 0% (NMR) 


MS 589 (M+1) 




132 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.8(1H, brs).8. 23 (IH, s), 
7. 97(lH,d, J=8. 7Hz).7.87( 
lH.d, J=8. 6Hz),7.66C2H,d, 
J=8.6Hz),7. 49-7. 33 (5H, m) 
,7. 17-7. 05(6H,m).5. 12 (2H 
.s).4. 31(lH,m),2. 40-2. 15 
(2H,m).2. 05-1.20(8H,m). 


0 


> 9 0% (NMR) 


MS 519 (M+1) 



244 
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^ 35 


mmmm^ 133 


IH NMR(5) ppm 




op 


300MHz. DMS0-d6 
8. 57 (IH, s),8.01(lH. d, J=8 
.7Hz),7.66(lH, d. J=8. 7Hz) 
,7.51(2H, d.J=8.7Hz),7..31 
(4H, d,J=8. 0Hz).7. 16(4H.d 
J=8 OHz) . 7. 09 (2H. d, T=8. 
7Hz).6. 26 (IH, s),4.37(lH, 
m), 2. 41-2. 28 (2H. ni),2. 33 ( 
6H, s),2. 03-1. 84 (4H, in). 1. 
77(lH,m), 1.45-1. 20(3H.m) 


>9 0% (NMR) 


• 


MS 


531 (M+l) 






mmm^^ 134 


IH NMR(6) ppm 


0 


rN /==\ 
F 


8. 59(lH,d, J=1.5Hz),8. 02( 
IH, dd, J'8. 7. 1.5Hz).7.68( 
IH. d, J=8. 7Hz),7. 54 (2H, d, 
J=8.8Hz),7. 39 (4H. dd, J=8. 
7,5. 3Hz).7. 08 (4H. d,J=8.7 
Hz), 7. 05(2H,d, J=8. 8Hz),6 
.29(1H, 5),4. 36 (IH, iii),2.4 
3-2. 19 (2H, ni),2. 04-1. 85(4 
H,m),l. 78 (lH,in), 1.45-1.2 
3(3H,m). 




>9 0% (NMR) 




MS 


539 (M+l) 








135 


IH NMR(6) ppm 


0 

0 

1 


VK /=\ 


300MH2, DMS0-d6 
12. 34 (IH, brs),7. 93 (IH, s) 
,7. 55(lH,d, J=8.6Hz),7. 33 
-7. 15 (6H, in).7. ll(2H,d.J= 
8. 6Hz),4. 30-4. 20(lH,m),4 
.07.(2H, t, J=6. 3Hz),3. 93(3 

H, s),2. 78(2H, t, J=7. 4Hz), 
2. 35-2. 19(2H,m),2. 12-2.0 
0(2H, m), 1.91-1. 79(4H,in). 

I. 69-1. 60 (lH,m), 1.47-1.2 
0(3H,m) 


>9 0% (NMR) 


MS 


485 (M+l) 





245 
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m 36 





136 


IH NMR(6) ppm 


0 

"° JJ 

HO 


.0 ^ 


300MH2, DMS0-d6 
8. 13 (IH, s),7.65(2H,d. J=8 
.7Hz),7. 63 (IH, s), 7. 35-7. 
12 (7H, in),4. 35-4. 20(1H. m) 
,4. 10 (IH, t, J=6. 3Hz).2. 78 
(2H. t.J=7. 5Hz),2. 33-1.78 
(8H. in),l. 70-1. 16 (4H, m) 


mm 


> 9 0% (NMR) 




MS 


471 (M+1) 





mmm^^- 137 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 24 (IH, s),8. 11 (IH, s),7. 
76 (2H. d, J=9. 0Hz),7. 37-7. 
16 (7H, in),4. 43-4. 30(lH,m) 
.4. 13 (2H, t. J=6. 3Hz),2. 84 
-2. 68(5H,m),2. 42-2. 22 (2H 
,ra),2. 18-1. 80 (BH.m), 1.70 
-1.20(4H,m) 


0 


^m >9 0% (NMR) 


MS 469 (M+1) 






IH NMR(6) ppm 

300MHz. DMS0-d6 
12. 73 (IH, brs).8. 22 (IH, s) 
,7. 76 (IH. d. J=8. 7Hz),7. 85 
(IH, d.J=8. 7Hz),7. 54-7. 49 
(4H,ra),7.42-7.21(5H,m).7 
. 11-7. 09(3H.m),6. 93(lH,m 
),5. 17 (2H, s).4. 29(3H,m). 
3. ll(2H,m),2.40-2. 20 (2H, 
m). 1.99-1. 23 (8H,m) 




> 9 0% (NMR) 


MS 547 (M+1) 



246 



wo 03/000254 
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IH NMR( 6 ) ppm 

300MHz, DMS0-d6 
12. 73(lH,brs),8. 22 (IH. s) 
,7. 93 (IH, d,J=8. 7Hz),7. 73 
(lH,in),7. 60-7. 57(2H.m),7 
.47-6. 90 (IH, m),5. ll(2H,s 
^ , 4. OO 4. v,on, , o. Oy-o 
.04(2H, t,J=6. 7Hz),2. 35-2 
.^20(2H,in), 1.95-1. 10(8H,m 


n 


>9 0% (NMR) 


MS 547 (M+1) 




mmmmf i4o 


IH NMR(a) ppm 

300MHz, DMS0-d6 
12. 83 (2H,brs),8. 22 (IH, s) 
,7. 94 (IH, d, J=8. 7Hz),7. 85 
(IH.d, J=8.4Hr).7. 63-7.60 
(2H,m),7. 26-7. 03(6H.m),4 
. 73 (2H, s),4. 30(lH,m),2.4 
0-2. 15(2H,m).2.00-L 20(8 
H,m) 


P 0 


>9 0% (NMR) 


MS" 487 (M+1) 




mmmm^ hi 


IH NMR(S) ppm 

300MH2, DMS0-d6 
12. 87(lH,brs),8. 24 (IH, s) 
,7. 97 (IH, d, J=9.0Hz),7. 87 
(IH, d, J=8. 7Hz),7. 69and7. 
19(4H,ABq, J=8. 7Hz),7.36C 
lH,t, J=8. 7Hz),6. 80-6. 72 ( 
3H,m),4.71(2H, s).4. 32(1H 
,in),2. 29 (2H, m), 1. 95-1.25 
(8H, m) 


^-^ OH 


>9 0% (NMR) 


MS 487 (M+1) 



247 
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m 38 





IH NMR(6) ppm 


0 


300MHz, DMS0-d6 
8. 32 (IH, s),8. 27 (IH, d, J=8 
. /Hz; , o. Uo ^ in, d, J-y. OHz; 
,7. 76-7. 72(3H,m),7. 54 (IH 
, d, J=8. 4Hz) , 7. 39-7. 22 (7H 
.in), 5. 11 (IH, s),4. 36(lH,m 
^ , 2. ob ^ on, s; , oo z. 10 
H.m),2. 15-1. 95(2H,m), 1.9 
5-1. 75(2H,m). 1.75-1. 55(1 
H. m), 1.55-1. 15(3H,m). 


>9 0% (NMR) 




MS 551 (M+1) 





mmm^^ 143 


IH NMR(5) ppm 

300MHz, DMS0-d6 
13. l(lH,brs),8. 30 (IH, s), 
8. 24 (IH, d, J=8.8Hz).8. 03 ( 
IH, d, J=8. 7Hz).7. 74-7. 71 ( 
3H,m),7. 52 (IH, d, J=8. 3Hz) 
,7.40-7. 36(3H,m),7. 23 (2H 
,d. J=8. 8Hz),7.01(2H. d, J= 
8. 7Hz),5. 11 (2H, s),4. 35(1 

H, m),3. 79 (3H, s), 2. 45-2. 1 
5(2H, m),2. 15-1. 95 (2H. m). 

I. 95-1. 75(2H,m), 1. 75-1.5 
5(1H. m),l. 55-1. 15 (3H, m). 


/ 

0 


>9 0% (NMR) 


MS 567 (M+1) 




^ig««J#^ 144 


IH NMR(6) ppm 

300MHz, DMS0-d6 
13.0(1H, brs),8.31(lH, s). 
8. 23 (IH, d, J=8. 7Hz),8. 04 ( 
lH,d,J=8. 7Hz),7.80(2H, d, 
J=8. 3Hz),7. 70-7. 66(3H,m) 
,7. 55-7.40(4H.m),7. 03-6. 
95(2H,m),5. 08 (2H, s),4. 03 
(lH,m),2. 40-2. 15(2H,m),2 
. 18 (3H, s).2. 05-1. 70(4H,m 
),1. 70-1. 50(lH,m),L 50-1 
. 10(3H,in). 


CF3 


>9 0% (NMR) 


MS 585 (M+1) 



248 
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* 39 





145 


IH NMR(6) ppni 


0 

11 


O ^' 


300MHz, DMS0-d6 
8.31(lH,s),8. 23 (IH. d.J=8 
.8Hz),8. 02 (IH. d,J=8. 7Hz) 
,7. 73-7. 71 (3H, m).7. 54 (IH 
, 0, J-o. onz^ , / . 40 v^n, 0, J- 
8. 4Hz).7.41-7.37(3H.in),7 
. 22 (2H. d, J=8. 7Hz) , 5. 13 (2 

H, s),4. 34 (IH, ra),2. 40-2.2 
0(2H,m),2. 15-1.95(2H,m), 

I. 95-1. 75 (2H, m), 1.70-1.5 
5 (IH.m), 1.50-1. 15(3H,m). 
1.31(9H, s). 




>9 0% (NMR) 


MS 


593 (M+1) 








146 


IH NMR(5) ppm 


0 


b H, 


300MHz. DMS0-d6 
8. 29 (IH, s),8. 13 (IH, d, J=8 
.7Hz),7. 97 (IH. d,J=8.6Hz) 
,7. 76 (IH, d, J=2. lHz),7. 63 
(IH, t,J=8. 5Hz),7. 57(lH,d 
d, J=8. 2, 2. 2Hz) , 7. 55-7. 35 
(6H,ni),7. 15(lH,d, J=12. IH 
z) , 7. 02 (IH, d. J=8. 6Hz) , 5. 
10(2H, s),4. 07 (IH, in),2. 35 
-2. l0(2H,m).2. 00-1. 70 (4H 
,m). 1.70-1. 55 (lH,m), 1.50 
-1. 15(3H,m). 


> 9 0% (NMR) 


MS 


555 (M+1) 







147 


IH NMR(6 ) ppm 


0 


CI 


300MHz. CDC13 

8.61(lH,s),8. 04 (IH. d,J=8 
.7Hz),7.69(lH, d,J=8.7Hz) 
,7. 66(lH,d, J=2.4Hz),7. 59 
(2H, d, J=8. 7Hz),7. 42(lH,d 
d, J=8. 0, 2.4Hz).7. 38(lH,t 
, J=1.8Hz),7. 28(2H,d, J=l. 
8Hz),7. 26 (IH, d, J=8. OHz), 
7. 03 (2H, d,J=8. 7Hz).4. 94 ( 
2H. s),4. 37(lH,m).2. 43-2. 
21(2H,iii),2, 17-1. 86 (4H, m) 
,1.79(1H, in), 1.43-1. 26 (3H 


mm 


> 9 0% (NMR) 


MS 


605 (M+1) 


249 
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^40 




IH NMK(6) ppm 

300MHz, DMS0-d6 
8.21(s, 1H),7.89(1H. d,J=8 
.7Hz),7. 87 (IH, d,J=8. 7Hz) 
,7. 63-7.46(5H,in),7. 30-7. 
12 (5H, id), 7. 08 (IH, d, J=ll. 
0Hz),6.81(lH, s),3. 92 (IH, 
m) , 2. 15-2. 06 (2H, m) , 1. 89- 
172(4H,ni), 1.61(lH,in). 1.4 
2-1.09(3H,m). 


0 Fv 

F 


U& > 9 0% (NMR) 


MS 557 (M+1) 




mmmm^ 149 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 24 (IH, d, J=1.5Hz),7. 96 ( 
IH, d, J=9. GHz), 7.88 (IH, dd 
, J=9. 0, 1. 5Hz) , 7. 58 (IH, d, 
J=8. 7Hz),7. 50-7. 30 (5H, m) 
,7. 22-7.00(6H,iii),5. 13 (2H 
,s),3.98-3.80(lH,s),2. 36 
-1. 10(10H,m) . 


0 


*ES >9 0% (NMR) 


MS 553 (M+1) 




mmmm^ 150 


IH NMR(6) ppm 

300MHz, DMS0-d6 

8. 23 (IH, s),8. 95 (IH, d, J=8 
.4Hz),7.88(lH, d,J=8. 7Hz) 
,7.66(1H, d. J=8. 4Hz) , 7. 52 
-7. 28 (7H, m).7. 23 (2H. d, J= 

9. 3Hz),7. 14 (2H, d.J=8. 7Hz 
),5. 14 (2H. s),3. 90-3. 72(1. 
H,m),2. 20-1. 10(10H,m) 


0 

0 


> 9 0% (NMR) 


MS 587 (M+1) 



250 
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m 41 



mmm^^ isi 


IH NMR(a) ppm 




300MHz. DMS0-d6 
8. 18 (IH. s).7. 92-7. 78 (3H, 
m; , 7. 78-7. 58 (3n, m; , 7. 58- 
7. 44(4H,m),7. 29 (IH, d,J=8 
. 2Hz) , 7. 01 (2H, d, J=8. 7Hz) 
,4. 88 (IH, d, J=11.8Hz),4.8 
0 (IH, d, J=ll. 8Hz) , 4. 22 (IH 
,in),2. 37-2. 16(2H,m),l. 95 
-1.75(4H, iD),1.64(lH,m),l 
.48-1. 14(3H.in). 


>9 0% (NMR) 




MS 605 (M+1) 







152 


IH NMR(£) ppm 


0 


VN /=\ f\ 
^ NH2 


300MHz, DMS0-d6 

8. 2l(2H,m),7. 99-7. 80 (2H. 

m),7. 63-7. 08(9H.m),4. 20- 

3.98(4H,in),2. 20-2. 15 (2H, 

m), 1.95-1. 74(4H,m),l. 70- 

1.54(lH,m), 1.44-1. 14 (3H, 

m) 


^ >9 0% (NMR) 




MS 


456 (M+1) 





mmm^^ 153 


IH NMR(6) ppm 


'0 0 


300MHz, DMS0-d6 

8. 20(1H, s),8. 93and7. 83 (2 

H, ABq, J=8. 7Hz) , 7. 86-7. 21 
(llH,m).7.03(2H, d, J=8.7H 
z),4. 20(lH,brt,J=12. 2Hz) 
,2. 32-2. 13(2H,ni),l. 92-1. 
74(4H,m), 1.69-1. 58(lH.m) 

I. 45-1. 15(3H.in) 


> 9 0 % (NMR) 




MS 489 (M+1) 




251 



wo 03/OU0254 



PCT/JP02/06405 



0: 42 


mmm^^- 154 


IH NMR(6) ppm, 

300MHz, DMS0-d6 
8. 23 (IH, s).7. 94and7. 86(2 
H, ABq, J=8. 6Hz) , 7. 72-7. 16 
(13H, m),5. 25(2H,brs),4.5 
5(2H, d, J=6.6Hz),4.31(lH, 
brt, J=12.2Hz),2. 37-2. 18 ( 
2H, m; , 1. 98-1. 77 C4H, m; , 1. 
70-1.58(lH,m),l. 48-1. 20 ( 
3H,m) 


0 


>9 0% (NMR) 


MS 489 (M+1) 



mmmm^ 155 


IH NMR(5) ppm 








300MHz, DMS0-d6 

8. 21(1H, s).7. 85and7. 61(2 

H. ABq, J=8. 7Hz) . 7. 61and6. 
99 (4H, A' B* q, J=8. 7Hz),7.2 
8-7. 18(lH,m),7. 25 (2H, d, J 
=7. 5Hz) , 7. 07-6. 99 (IHm) , 4 
.30(lH.brt, J=12. 2Hz),3.8 
3(2H, d, J=6. 0Hz),3. 82-3.7 
2(1H, m),2. 68-2.49(2H,m), 
2. 39-2. 21 (2H, m), 1.95-1. 8 
0(4H,m). 1.79-1.60(2H,m). 

I. 46-1.22(5H,m),l. 30 (9H, 
s), 1. 00-0. 82(2H,m) 


mm 


>9 0% (NMR) 


MS 


626 (M+1) 







IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 22 (IH, s),7.92and7.86(2 
H, ABq, J-8. 7Hz) , 7. 68and7. 
18(4H,A'B'q, J=8. 7Hz),7.3 
5(lH,t, J=8. 5Hz).6. 80 (IH. 
d, J=8. 3Hz),6. 72-6. 70 (2H, 
m)4. 30(lH,brt, J=12. 2Hz), 
3. 99(2H,.brd, J=12. 0Hz).3. 
85 (2H, d, J=6. 3Hz).2. 82-2. 
62 (2H, m) , 2. 38-2. 20 (2H, m) 
,1. 99-1.59(8H,m),l. 42-1. 
03(5H,m), 1.39(9H,s) 




>9 0% (NMR) 


MS 626 (M+1) 


252 
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^ 43 



mmm^^- 157 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 78 (IH, brs),8. 22 (IH, s) 
,7. 96 (IH, d, J=8.6Hz),7. 86 
(IH. d. J=8. 6Hz),7. 75(lH.d 
, J=2. 2Hz),7. 60 (2H, d, J=8. 
4Hz),7. 55 (IH, dd,J=8. 3, 2. 

OUr.^ 7 AOtMi A T— D QUr.^ 

Zrlz; , /. 4o ^In, u, J-o. onzj , 
7. 18(2H.d. J=8.4Hz),6. 73 ( 
2H, s),5. 08 (2H, s),4. 23 (IH 
,m),3. 68 (9H, s), 2. 37-2. 17 
(2H, m). 1.99-1. 79 (4H,m),l 
.65(lH,s). 1.49-1. 15(3H,m 

} • 


PH3 

0 0-CH3 


> 9 0% (NMR) 


MS 627 (M+l) 






IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 75(lH,brs),8. 22 (IH, s) 
,7. 93 (2H, d.J=8.7Hz),7. 85 
(2H, d, J=8. 5Hz),7. 53-7.21 
(lOH, m),6. 94 (2H, d, J=8. 7H 
z),4. 30-4. 12(3H,m),3. 05 ( 
2H, ra),2. 35-2. 15(2H,m), 1. 
95-1. 75 (4H,m), 1.75-1. 55 ( 
lH,m),l. 50-1. 10(3H,m) 


0 

'b 0 


> 9 0% (NMR) 


MS . 517 (M+l) 
■ 1 



mmmwr^ 159 


IH NMR(6) ppm 




300MHz, DMS0-d6 

12. 77(lH.brs).8. 22 (IH, s) 

,7. 95 (IH, d. 8. 6Hz),7. 86(1 

H, d,8.6Hz),7.80 (IH, s),7. 
70-7. 35(10H.ra),7. 27(2H.d 
,J=8. 7Hz),5. 30 (2H, s),4.2 
8(lH,m),2. 35-2. 15 (2H, m), 

I. 95-1. 75(4H,m), 1.70-1.5 
5(lH.m), 1.50-1- 15 (3H. m) 


>9 0% (NMR) 




MS .503 (M+l) 




253 
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^ 44 



mmM^^ 160 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8.90(lH,brs),8. 59 (Ih, brs 
).8. 33 (IH, s),8. 18and8. 00 
(2H.ABq. J=8. 5Hz),7. 73and 
7. 10 (4H, A* B' q,J=8. 5Hz),7 
.32-7. 05(4H,m),4. 35(lH,b 
rt, J=12.2Hz),3. 86 (2H, d, J 
=6. 3Hz).3. 25-3. 08 (2H. m). 
2. 85-2. 66 (2H, m),2. 40-2.2 
8(2H.m),2. 07-1. 14(15H,in) 


0 

HC» H 


>9 0% (NMR) 


MS 526 (M+l) 




mmmm^ lei 


IH NMR(6) ppm 

300MHz, DMS0-d6 
9. 05 (IH, brs). 8. 76(lh,brs 
),8.31(1H. s).8.19and8. 00 
(2H,ABq, J=8. 3Hz),7. 79and 
7. 25 (4H, A' B' q,J=8. 3Hz),7 
.39(lH,brs).6.86-6.74(4H 
,m),4. 37(lH,brt,J=12. 2Hz 
).3. 89 (2H, d, J=5. 0Hz),3.3 

5- 3. 18(2H,m),2. 98-2. 75(2 
H, m),2. 38-2. 17(2H,m),2. 1 

6- 1. 15(15H,m) 


HCI 

i 


>9 0% (NMR) 


MS 526 (M+l) 



llife«3J#-§- 162 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 87 (IH, brs), 8- 58 (IH, d. 
J=6. 0Hz),8. 23 (IH, s),7.99 
and7.80(2H,ABq, J=8.6Hz), 
7. 61and7. 18 (4H, A' B' q, J=8 
.0Hz),7. 45-7. 30 (5H, m).5. 
29(lH,brs),4. 26(lH.brt, J 
=12. 2Hz),2. 37-2. ll(2H.m) 
,2. 00-1. 7l(4H,m),l. 92 (3H 
, s), 1.70-1. 52 (lH,m),l. 45 
-1. ll(3H,m) 




> 9 0% (NMR) 


MS 498 (M+l) 


254 
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Ik 45 



%Wm% 163 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 23 (IH, s),7. 95and7. 86(2 
H, ABq, J=8. 6Hz),7. 69and7. 
18(4H,A' B' q. J=8.6Hz),7.3 
5(1H, t, J=8. 6Hz),6. 80 (IH, 
d. J=7. 5Hz),6. 72-6. 69 (2H, 
m),5.20(lH, t, J=3.7Hz),4. 
3l(lH.brt.J=12. 2Hz),3. 95 
(2H,t,J=6. 8Hz),2. 49-2. 19 
(4H,m), 1.97-1. 76(4H,m),l 
.68(3H. s), 1.67-1. 54(lH,m 
),1.61(3H, s).1.45t1.20(3 
H,m) 


0 

! . • 


MS >9 0% (NMR) 


MS 511 (M+1) 




%Wm% 164 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 20(1H, s),7. 87 (2H, s),7. 
68and7. 18 (4H, ABq, J=8. 7Hz 
),7. 35(1H, t, J=7. 9Hz), 6.8 
KlH, d, J=9.4Hz),6. 72(lHs 
),6.71(lH,d. J=6. 8Hz),4.8 
0(2H, s),4.29(lH,brt, J=12 
.2Hz),4. 10 (IH, t, J=6. 7Hz) 
,2. 43 (IH, t, J=6.7Hz),2. 39 
-2. 19 (2H, m), 1.97-1. 78 (4H 
,m), 1.76 (3H, s), 1.70-1. 56 
(lH,m), 1.43-1. 19(3H.m) 




^fiS >9 0% (NMR) 


MS 497 (M+1) 




%WSm% 165 


IH NMR(6) ppm 

300MH2, DMS0-d6 
11.21(1H, brs),8. 33 (IH, s) 
,8. 25 (IH, d, J=8. 6Hz),8. 04 
(IH. d,J=8.6Hz),7.78(2H,d 
,J=8.7Hz).7. 70-7. 67(2H,m 
),7. 55-7. 42(3H,m),7. 27 (2 
H.d, J=8. 7Hz),4. 73-4. 30(5 
H,m),4.20-3. 97(lH,m),3.4 
2-3. 10(2H,m),2.45-l. 23(1 
4H,m) 


0 

U^N'~i>°s O 


>9 0% (NMR) 


MS 



255 



wo 03/000254 
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IH NMR(6) ppm 


/ 

II \ ^ ' 


300MHz, DMS0-d6 
8. 27 (IH, s),8. 13(lH,d,J=8 
.4Hz),7. 97 (IH, d.J=9. OHz) 
,7. 73 (IH, d. J=1.8Hz),7.68 
(2H, d, J=8. 4Hz) , 7. 54 (IH, d 
d, J=8. 4, 2. IHz), 7. 41-7. 31 
(5H, m) , 7. 19 (2H, d, J=8. 4Hz 
),5. 10 (2H, s),4. 32(lH,m), 
2. 50 (3H, s),2. 40-2. 15 (2H. 
m),2. 10-1. 75(4H,m),1.75- 
1.55(lH,m), 1.55-1. 10 (3H, 
m). 


>9 0% (NMR) 


MS 583 (M+1) 







IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 25 (IH, s),8. 09 (IH, d, J=8 
. 4Hz) , 8. 00 (2H, d, J=8. 4Hz) • 
,7. 94 (IH, d, J=8. 7Hz),7. 80 
(IH. d, J=2. lHz),7.73(2H,d 
, J=8. IHz), 7. 65. (2H, d, J=8. 
7Hz),7. 60 (IH, dd,J=8. 1,2. 
IHz), 7. 44 (IH, d,J=8. IHz), 
7. 16 (2H, d, J=8. 7Hz),5. 13 ( 
2H, s),4. 30(lH,m),3.26(3H 
,s).2. 40-1. 15(2H,m),2. 05 
-1.75(4H,m),l. 75-1. 55(1H 
.m), 1.55-1. 15(3H,in). 




>9 0% (NMR) 


MS 615 (M+1) 




ll}|^J#-§- 168 


IH NMR(6) ppm . 

300MH2, DMS0-d6 
13. l(lH,brs),8. 32 (IH, s), 
8. 28 (IH, d, J=8. 8Hz),8. 05 ( 
lH,d, J=8. 7Hz),7.80-7.75( 
3H,m),7. 69 (IH, d, J=4. IHz) 
,7. 57 (2H.in),7. 34-7. 29 (3H 
,m),7.20-7. 15(lH,m),5. 24 
(2H, s),4. 39 (IH. ni),2. 45-2 
.20(2H, m),2. 20-1.95(2H.m 
), 1.95-1. 75(2H,ni), 1. 75-1 
.55(lH,m),l. 55-1. 15(3H,m 
). 




>9 0% (NMR) 


MS 543 (M+1) 
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169 


IH NMR(6) ppm 

300MH2, DMS0-d6 
8. 31 (IH. s),8.26(lH,d, J=8 
.7Hz),8. 05 (IH, d, J=8. 7Hz) 
. 7. 78-7. 71 (3H, m).7. 59-7. 
41(6H.m).7. 23 (2H. d, J=9.0 
Hz), 5. 11 (2H, s),4.35(lH,m 
) , 2. 40-2. 15 (2H, m) , 2. 15-1 
.95(2H,m), 1.95-1. 75(2H. m 
),1. 75-1. 55(lH,m), 1.55-1 
.15(3H,m). 


c/ 

6 /=\ 


>9 0% (NMR) 


MS . 571 (M+l) 




mnmrn^ no 


IH NMR(.5) ppm 

300MHz, DMSG-d6 
12.7(1H, brs),8.66(lH. s), 
8.61(lH,m),8.21(lH, s).7. 
92-7. 79 (4H. m). 7. 61-7. 56 ( 
3H,m).7. 50-7. 43(2H,ro),7. 
10 (2H, d, J=8. 7Hz),5. 09 (2H 
,s),4. 26 (IH. m),2. 40-2. 15 
(2H,m),2.00-1.75(4H,m),l 
.75-1. 55(lH,m), 1.50-1. 15 
(3H,m). 


0 /^'^ 

t> 0, 


>9 0% (NMR) 


MS 538 (M+l) 



171 


IH NMR( 6 ) ppm 


O Hi 


300MHz, DMS0-d6 
8. 31(1H, s).8. 25 (IH, d, J=8 
.7Hz).8. 04 (IH, d,J=8. 7Hz) 
,7.74-7.71(3H,m),7.57-7. 
46 (3H. in), 7. 39 (IH. d, J=8. 1 
Hz).7. 31-7.21(4H,m),5. 11 
(2H. s),4. 35 (IH.m). 2. 40-2 
. 15(2H,id),2. 15-1.95(2H.m 
),1. 95-1. 75(2H.m). 1.75-1 
.55 (IH.m). 1.55-1. 15(3H.m 

) • 


> 9 0% (NMR) 


MS 555 (M+l) 
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IH NMR(6) ppm 


9 ,F 


300MHz, DMS0-d6 
8. 24 (IH, s),7. 99 (IH, d, J=8 
.7Hz),7. 88 (IH, d, J=10. 5Hz 
),7. 70 (IH, dd, J=11.4. 1.8H 
z),7. 48-7. 32(6H.in).7. 17- 
7. 09 (5H, m),5. 12 (2H, s),4. 
30(lH,m).2. 40-2. 15(2H,m) 
,2. 05-1. 75 (4H, id),L 75-1. 
55(lH,in),l. 55^1. 20(3H,in) 


>9 0% (NMR) 




MS 537 (M+1) 







IH NMR(a) ppm 




300MHz, DMS0-d6 
8. 33 (IH, s),8. 29 (IH, d, J=8 
.7Hz),8. 06(lH, d, J=8. 7Hz) 
,7. 82-7. 74 (4H, ra),7. 45 (IH 
,dd, J=8.4,3. 0Hz),7. 39 (2H 
,d, J=8. 7Hz),5. 28 (2H, s),4 
.40(lH,ni),2. 40-2. 15(2H.ni 
),2. 15-1.95(2H,m), 1.95-1 
.75(2H,in), 1.75-1. 55 (lH,ni 
).l. 55-1. 15(3H,m). 


^ >9 0% (NMR) 




MS 540 (M+1) 





MS 



174 




> 9 0% (NMR) 



590 (M+1) 



IH NMR ( 6 ) ppm 

300MHz, DMS0-d6 
12. 80(lH.brs),8. 26 (IH, s) 
,8.01(1H, d, J=8. 7Hz),7. 85 
(IH, d, J=8. 7Hz), 7.80-7. 70 
(lH,m),7.60-7. 36(7H,m),7 
. 18-6. 91 (2H, m) , 5. 09(2H,s 
),4. 11-3. 90(lH,m),2. 32-1 
.18(14H,m) 
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y 175 


IH ^}MR(6) ppm 


0 


/=\ 

— <\ />-n 0— \ 


300MHz, DMS0-d6 
12. 75 (IH. s),8.21(lH. s).7 
.94and7. 85 (2H, ABq, J=8. 7H 
z).7.61and7. 00(4H,A* B' q, 
J=8. 5Hz) , 7. 31-6. 91 (2H. m) 
,7. 25 (2H. d, J=7.7Hz).5.41 
(2H,brs),4. 54 (2H, d, J=6. 6 
Hz). 4. 35-4. 14(2H.in).2. 49 
-2. 15 (3H, m), 1.95-1. 55 (5H 
,m).l. 50-1. 13(5H,m).l. 10 
-0. 77(2H.in) 




>9 0% (NMR) 


MS 


568 (M+1) 






%Mm^^- 176 


IH NMR(S) ppm 






300MHz, DMS0-d6 
8. 24 (IH, s).7. 97and7. 87(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 
19 (4H, A' B' q, J=8. 6Hz),7.3 
5(lH,t, J=8. lHz).6.81(lH, 
d, J=9.2Hz),6.72(lH, s),6. 
71(lH,d, J=6. 5Hz),4. 48-4. 
20 (2H, m),3. 95-3. 75(3H,in) 
,3. 03(lH,t, J=12. 3Hz), 2.6 
0-2. 40 (IH, m),2. 39-2. 15(2 
H,ni),2. 07-1. 58(6H,m),1.9 
9(3H. s), 1.50-1. 00 (5H,m) 


> 9 0% (NMR) 


MS 


568 (M+1) 







1^ 177 


IH NMR(5) ppm 


0 




300MHz, DMS0-d6 
12. 76 (IH, s),8. 23 (IH. s).7 
. 96and7. 86 (2H, ABq, J=8. 6H 
z),7.69and7.20(4H,A'B'q, 
J=8. 6Hz).7. 39 (IH, t. J=8. 2 
Hz). 6. 86 (IH, d, J=8.3Hz),6 
.81(1H, s),6. 76 (Ih, d, J=8. 
0Hz),4. 83 (2H, s),4.31(lH, 
brt, J=12. 2Hz),2. 39-2. 19 ( 
2H,m), 1.99-1. 79 (4H, m) , 1. 
70-1.58(lH.in),l. 48-1. 20 ( 
3H,in) 




>9 0% (NMR) 


MS 


467 (M+1) 
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^ 50 



mmm^^ 178 


IH NMR(6) ppm 

300Nfflz, DMS0-d6 
12. 85 (IH, s),8. 75 (IH, s),8 
.63(2H,d, J=3. 8Hz).8. 25(1 
H,s),8.04-8.01(2H,m).8.0 
2and7. 90 (2H, ABq, J=8. 6Hz) 
,7. 72and7. 20 (4H, A* B' q, J= 
8.6Hz),7. 57 (2H, dd, J=7. 8, 
5.0Hz), 7. 40(lH,t. J=8. 2Hz 
),6. 93 (IH, d, J=8. 2Hz),6.8 
7(1H, s),6. 77 (IH, d, J=8.2H 
z),5. 23 (2H, s),4. 33(lH,br 
t, J=12. 2Hz),2. 40-2. 18 (2H 
,ni),2. 00-1.55(5H,m), 1. 50 


0 


^ >9 0% (NMR) 


MS 520 (M+l) 




mMMm^ 179 


IH NMR(a) ppm 

300MHz, DMS0-d6 
8. 32(1H. s),8. 29 (IH, d, J=9 
.0Hz),8. 06 (IH, d, J=8. 7Hz) 
,7.61(1H, d, J=8.4Hz),7.58 
-7. 32 (5H, in),6. 98 (IH, d, J= 
2. IHz) , 6. 93 (IH, dd, J=8. 7, 
2. lHz),5. 27 (2H, s),4. 16-4 
.00(lH,m),3. 87 (3H, s),2.2 
0-2. 12(2H,in),2. 02-1.98(4 
H, m), 1. 70-1. 60(lH,m), 1.5 
2-1. 10(3H,id) 




> 9 0% (NMR) 


MS 457 (M+l) 



180 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.21(1H, s),7. 91 (IH, d,J=8 
.6Hz),7. 85 (IH, d,J=8.6Hz) 
,7. 63 (2H. d, J=8. 4Hz),7. 60 
(IH, d,J=9. 0Hz),7. 25(2H,d 
, J=8. 4Hz),7.23(lH, d.J=3. 
0Hz),6. 95 (IH, dd. J=9. 0, 3. 
0Hz),5. 19 (2H, s),4. 30 (IH, 
ra),3. 78 (3H, s),2, 40-2. 19 ( 
2H, m),2. 00-1. 87(4H,m). 1. 
66(lH,in), 1.49-1. 18 (3H, m) 




> 9 0% (NMR) 


MS 536 (M+l) 


260 
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181 


IH NMR(5) ppm 


0 


. £ '>~\ i^Qv f J 
\_j \_/ho 


300MHz, DMS0-d6 
8. 19 (IH. s),7. 95 (IH, d, J=8 
.7Hz),7. 86 (IH, d, J=8. 7Hz) 
,7. 65 (4H, d. J=7. 4Hz).7.47 
(2H, d, J=8. 7Hz) , 7. 44-7. 27 
(6H. m),6. 99 (2H, d, J=8. 7Hz 
),4. 20(1H,id),2. 34-2. 12(2 
H,ni), 1.98-1. 75 (4H, m). 1.6 
4(lH,m), 1.46-1. 13 (3H,in). 




> 9 0% (NMR) 




MS 


547 (M+1) 





%Mmm^ 182 


IH NMR(6) ppm 


o 


300MHz. DMS0-d6 
8. 55 (IH, d, J=2. lHz),8.32( 
lH,in),8. 21 (IH, s),7. 95 (IH 
,d, J=8.4Hz),7.86(lH, d, J= 
7.8Hz).7. 68-7. 56(7H,m),7 
.14(2H.d.J=8.7Hz),6. 21(1 

H, s),4.26(lH, m),2. 35-2. 1 
5(2H, m),2. 00-1. 75(4H,m), 

I. 74-1.55(lH.m), 1. 50-1.1 
5(3H,in) 


> 9 0% (NMR) 




MS 582 (M+) 







183 


IH NMR ( 6 ) ppm 


0 

i Ki^ 


^ H CH3 


300MHz, DMS0-d6 
10. 16 (IH, s).8. 25(lH,s),8 
.07(lH.d, J=8. 7Hz).7. 94-7 
.87(2H,m),7.71-7.62(3H,in 
),7. 50-7. 42 (4H, m), 7. 30(1 
H, d,J=8, 4Hz),7. 14 (2H, d, J 
=8. 4Hz),5.06(2H,s),4.31( 
IH, ra).2. 35-2. 15 (2H, in),2. 
05-1. 75(4H, m), 1. 75-1. 55 ( 
lH,m), 1.50-1. 15 (3H, m) 




> 9 0% (NMR) 




MS 


594 (M+) 
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^ 52 





IH NMR(6) ppm 


pH 


300MHz, DMS0-d6 
13.2(2H,brs),8. 30 (IH, s), 
8. 26 (IH, d, J=8. 8Hz).8. 04 ( 
IH, d,J=8. 8Hz), 8. 00 (2H, d, 

(2H, d, J=8. 7Hz),7.61-7. 56 
CW^ m) 7 44 MH d T=8 3Hz 
),7. 23 (2H, d, J=8. 8Hz) , 5. 1 
3(2H, s),4. 35(lH,m),2. 45- 
2. 15(2H.m).2. 15-1. 95 (2H, 
in),l. 95-1. 75(lH.m),l. 75- 
1. 15(3H,in). 


f^M >9 0% (NMR) 


MS 581 (M+1) 





MS 



185 




>9 0% (NMR) 



554 (M+1) 



IH NMR(£) ppm 

300MHz, DMS0-d6 

8. 30(lH,m),8. 24 (IH, d, J=9 

.0Hz),8.03(lH. d.J=9. OHz) 

,7. 79-7. 10 (9H, m),5. 20-5. 

07(2H,m),4. 43-4. 04(4H,iii) 

,3. 50-3. 36(2H,ni),2.40-l. 

19(14H.m) 



186 




>9 0% (NMR) 



MS 



605 (M+1) 



IH NMR(6) ppm 

(DMS0-d6) 6 :8. 29(lH,brs) 
,8. 10 (IH, d, J=8.4Hz),7. 97 
(IH, d,J=8.4Hz).7. 79(2H,d 
, J=8.4Hz),7.74-7.67(lH,m 
),7. 68 (2H, d. J=8. 4Hz) . 7. 6 
KlH. d, J=8. 4Hz),7. 57-7.5 
0(2H.m),7. 46-7. 39(lH,m), 
7. 29 (IH, d,J=2. 4Hz),7. 11( 
IH. dd, J=2. 4, 8. 4Hz),5. 12 ( 
2H, s),3. 99-3.84(lH.iii),2. 
35-1. 72(6H,m), 1.68-1. 55 ( 
lH,m), 1.42-1. 10(3H,m) 
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^ 53 


mmmm-^ is? 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 76(lH.s),8. 57 (IH, d, J= 
4.4Hz).8. 23 (IH, s),7. 96an 
d7. 86 (2H, ABq,J=8.2Hz),7. 
87-7. 82 (IH, m) , 7. 68and7. 1 
2(4H, A' B' q,J=8.6Hz),7. 53 
(2H, d, J=7. 8Hz),7.37(lH,t 
,J=8. 3Hz),7. 36-7. 33(lH.m 
),6. 90 (IH, d. J=8. 3Hz).6.8 
3(1H, s).6. 74 (IH, d,J=8. OH 
z),5. 20 (2H, s),4.31(IH, br 
t,J=12. 2Hz).2. 35-2. 19 (2H 
,m), 1.99-1. 57 (5H,m), 1. 45 

-1 OA^aM m\ 




^ >9 0% (NMR) 


MS 520 (M+l) 





188 


IH NMR(6) ppm 




O 


300MHz, DMS0-d6 
12. 77(lH,brs),8.21(lH, d, 
J=l,4Hz),7. 92 (IH, d, J=8. 7 
Hz) , 7. 88 (IH, dd, J=8. 7, 1.4 
Hz), 7. 57 (2H, d, J=8. 7Hz) , 7 
.57-7.27 (7H,m).7.11(2H,d 
. J=8. 7Hz).5. 07 (2H, s),4.2 
6(lH,m),2. 36-2. 16(2H.m). 
1.98-1. 75(4H,m),1.64(lH, 
m),l. 49-1. 17(3H.m). 


nm 


>9 0% (NMR) 




MS 


555 (M+l) 







189 


IH MRid) ppm 


p 


O ^ 


300MHz, DMS0-d6 
8. 32 (IH, s),8. 30-8. 20 (2H, 
m),8. 10-7. 98 (2H. id),7. 74 ( 
2H, d, J=9.0Hz),7.60-7.46( 
5H,m).7. 24 (2H, d,J=9. OHz) 
,5. 19 (2H, s),4. 44-4. 30 (IH 
,m),2. 40-2. 20(2H.m),2. 12 
-1.78(4H,m),L 72-1. 58 (4H 
,m) 


mm 


>9 0% (NMR) 




MS 


581 (M+l) 
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U 54 



%mm^ 190 


IH \m{b) ppm 

300MHz. ttAS0-d6 
8.36-7.90(5H,in),7. 74 (2H. 
d. J=8.6Hz),7. 60-7. 40 (5H, 
ni).7.25(2H, d, J=8. 7Hz),5. 
14 (2H, s), 4. 45-4. 28(lH,ni) 
,2. 40-2. 15(4H,m), 1. 75-1. 
55 (lH,ni), 1.55-1. 20 (3H, m) 


CL 

0 

(_J> )^NH2 
0 


> 9 0% (NMR) 


MS 580 (M+1) 




%mmm^ 191 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 22 (IH, s),7. 94 (IH, d,J=8 
.4Hz),7. 85 (IH, d,J=8. 7Hz) 
, 7. 61 (2H, d, J=f8. 7Hz) , 7. 25 
-7. 00(6H,in),4. 86 (2H. s),4 
.30(1H, m).2. 89 (3H, s),2.8 
0(3H. s).2. 29 (2H, ni),2. 00- 
1. 75 (4H,m), 1.70-1. 55 (IH, 
m). 1.50-1. 15(3H.m) 


0 


> 9 0% (NMR) • 


MS 514 (M+1) 



mmm^% 192 


IH NMR(6) ppm 




300MHz, DMS0-d6 
8.22(1H, s).7. 94 (IH, d, J=8 
.4Hz),7. 85 (IH, d. J=8. 7Hz) 
,7.61(2H, d. J=8. 7Hz),7. 26 
-7.01(6H, m),4. 84 (2H, s),4 
.31(1H,id).3. 36(4H,m),2.2 
9(2H, id), 2. 00-1. 75(4H,m), 
1. 75-1. 15(10H,m) 


MS > 9 0% (NMR) 




MS 554 (M+1) 




264 



wo 03/000254 



PCT/JP02/06405 



m 55 



193 


IH NMR(6) ppm 

300MHz, lMS0-d6 
13.00(lH.brs).8.29(lH. d. 
J=1.4Hz),8. 15 (IH, d,J=8.8 
Hz).?. 97 (IH, dd. J=l. 4HZ.8 
.8Hz).7. 89(2H,d,J=8.8Hz) 
,7. 80-7. 60(5H,m)7. 25 (2H, 
d, J=8. 8Hz) , 4. 47-3. 90 (4H, 
m),3. 20-3. 10(2H,ib),2.41- 
1.22(14H.m) 


o 

0 5° 


> 9 0% (NMR) 


MS 560 (M+l) 




%Mm^^ 194 


IH NMR(5) ppm 

300MHz. DMS0-d6 
12.80(lH,brs),8. 23 (IH, s) 
,7. 97 (IH, d,J=8. 5H2),7. 87 
(IH, d, J=8.5Hz),7. 70-7. 17 
(9H,in).4. 60-4. 13(4H,m),3 
.72-3.40(2H.m),2.40-1. 15 
(l4H,m) 


0 


*^ >9 0% (NMR) 


MS 524 (M+l) 



%mm% 195 


IH NMR(6) ppm 


NH2 

o=C; 


300MHz, DMS0-d6 
8. 25 (IH, s),8. 09-7. 92 (5H. 
m),7.77(lH, s),7. 65 (2H, d, 
J=8. 4Hx) , 7. 59-7. 5l(3H, ffl) 
,7. 43 (2H, d, J=8. 4Hz),7. 17 
(2H, d,J=8.7Hz),5. 10(2H,s 
),4. 30 (IH, in),2. 40-2. 15(2 
H,id),2. 10-1. 75 (4H, m),1.7 
5-1. 55(lH.m), 1.55-1. 10(3 
H.m). 


>9 0% (NMR) 




MS 580 (M+l) 




265 



wo 03/000254 



PCT/JP02/06405 



* 56 





1-^ 196 


IH NMR(6) ppm 




o ^ 


300MHz, 0MS0-d6 
8. 22 (IH, s),7. 95(lH, d, J=8 
4H7) 7 86 (IH d T=8 4Hz) 
,7.69and7. 18(4H,ABq, J=8. 
7H7) 7 34 (IH t T=8 OHz) 

f n^/ 1 1 • •J^ \-*-'A> J villi*/ > 

6. 80-6. 69 (3H, ni),4.83(2H, 
4 "^l (IH m) 2 98(3H s) 
,2.84(3H. s),2.29<2H,iii),2 
. 00-1. 75 (4H, m). 1. 70-1. 55 
(lH,lii), 1.60-1. 15(3H,id) 


mm 


> 9 0% (NMR) 




MS 


514(M+1) 





%imm% 197 


IH NMR(5) ppm 




300MHz, DMS0-d6 
8. 23 (IH, s) , 7. 95 (IH, d, J=8 
. 4Hz),7. 86(lH,d, J=8. 7Hz) 
, 7. 69and7. 18 (4H, ABq, J=8. 
7Hz).7. 35 (IH, t, J=8.4Hz), 
6. 80-6.70(3H,m).4. 82 (2H, 
s).4.3l(lH, ni),3. 40(4H, in) 
,2. 29(2H,m),2. 00-1. 75 (4H 
,m), 1.70-1. 15(10H,in) 


>9 0% (NMR) 




MS 554 (M+1) 





%mm^ 198 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 75 (IH, s),8. 23 (IH, d, J= 
4.4Hz),7. 95and7, 86(2H,AB 
q, J=8. GHz) , 7. 69and7. 19 (4 
H, A' B'q, J=8. 6Hz),7. 36 (IH 
,t,J=7. 8Hz), 6. 82 (IH, d,J= 
9.3Hz),6. 73 (IH, s),6. 71(1 
H, d, J=7. 2Hz),4. 30 (IH, brt 
, J=12. 2Hz),3. 89 (2H, d. J=6 
.OHz), 3. 59 (2H, d,J=ll. 7Hz 
),2. 85 (3H, s),2. 73(2H,t, J 
=10.5Hz).2. 41-2. 20(2H,m) 
, 1.98-1. 59 (8H,m), 1.46-1. 




> 9 0% (NMR) 


MS 604 (M+1) 


266 



wo 03/000254 



PCT/JP02/06405 



^ 57 





199 


IH NMR(d) ppm 


0 


CI 

v-N /=\ Ml 


300MHz, DMS0-d6 

8. 33 (IH, s),8. 30 (IH. d,J=8 

.9Hz),8. 06(lH.d,J=8.7Hz) 

7 7Q (OU A T— ft 7H<7^ 7 70 

(2H, d, J=8. 7Hz),7.6l(2H.d 

T_r) '711 \. *? OA /oil J T— o 

, J=8. 7Hz;, 7. 39 (2H, d, J=8. 
8H2).5. 28 (2H, s),4.39(lH, 
m), 2. 50-2. 15(2H,m),2. 15- 
1. 95(2H,in). 1.95-1. 75 (2H. 
m), 1.75-1. 55(lH,m), 1.55- 
1. 15(3H,m). 




> 9 0% (NMR) 


MS 


542 (M+1) 








200 


IH NMR(6) ppm 


0 

■;ho 




(DMS0-d6) 6 :8. 23 (IH, s),7 
.96(lH.d. J=8.6Hz),7. 86(1 
H,d, J=8..6Hz).7. 69 (2H, d, J 
=8.4Hz),7. 52 (IH, s),7. 50- 
7. 30(4H,m),7. 18 (2H, d,J=8 
.4Hz),6. 90 (IH, d,J=8. 3Hz) 
.6. 84 (IH, s),6. 74 (IH, d,J= 
8. 3Hz).5. 15 (2H, s),4. 39-4 
.21(1H, m).2. 39-2. 18(2H.m 
),1. 99-1. 80(4H.m). 1.71-1 
.59(lH,m). 1. 50-1. 20(3H,id 


>9 0% (NMR) 


MS 


553 (M+1) 








201 


IH NMR(6) ppm 




MS 



>9 0% (NMR) 
553 (M+1) 



(DMS0-d6) 6 :8.26(1H, s),8 
.06(1H, d, J=8. 7Hz).7. 92(1 
H, d, J=8. 7H2),7. 72 (2H, d, J 
=8. 7Hz),7.47 (4H, s),7.38( 
IH, t, J=8. 2Hz).7. 20(2H,d, 
J=8. 7Hz),6. 90 (IH. d. J=8.2 
Hz), 6. 83 (IH, s).6. 74(lH.d 
. J=8. 2Hz).5. 14 (2H. s),2.4 
0-2. 19 (2H, m),2. 04-1. 78(4 
H,in), 1.71-1. 60 (lH.m), 1.5 
0-1. 21(3H.m) 



267 



wo 03/000254 



PCT/JP02/06405 



^ 58 



mmm^ 202 


IH NMR(6) ppm 


0 

0 


(DMS0-d6) 6 :12.81(lH.brs 
),8. 24 (IH, s),7.99(lH, d, J 
=8. 7Hz),7. 87 (IH, d,J=8. 7H 
z),7. 69 (2H, d, J=8.6Hz),7. 
53-7. 47 (2H, m) , 7. 38 (IH, t, 
J=8. 2Hz),7. 26-7. 16(4H,m) 
, 6. 89 (IH, d, J=8. 2Hz; , 6. 82 
(IH, s).6. 73 (IH, d, J=8. 2Hz 
),5. 11 (2H, s), 4.40-4. 21(1 
H, m), 2. 40-2. 17(2H,m),2.0 
1-1.77(4H, m), 1.71-1.59(1 
H.m), 1.50-1. 20 (3H,m) 


>9 0% (NMR) 


MS 537 (M+1) 







203 


IH NMR(d) ppm 


0 


5 

NO2 


300MHz, DMS0-d6 
12. 74(lH,brs),8.21(lH. s) 
,8. 08 (2H, d,J=9.0Hz),7. 93 
(IH, d, J=8. 7Hz),7. 85(2h,d 
,J=8. 7Hz),7. 58 (2H, d, J=8. 
7Hz),7. 13 (2H, d,J=8. 7Hz), 
6. 83 (2H. d, J=9.0Hz).4. 50- 
4. 08(4H,m),3. 68-3. 30 (2H, 
m), 2. 40-1. 23 (14H,m) 


mm 


> 9 0% (NMR) 




MS 


541 (M+1) 





204 


IH NMR(6) ppm 


0 


300MHz. DMS0-d6 
8. 39-8. 28 (2H, m),8. 08 (IH, 
d, J=8. 8Hz),7. 76 (2H, d,J=8 
.7Hz),7. 29 (2H, d.J=8. 7Hz) 
,7. 25-7. 13(2H. m),6. 80-6. 
60(3H,in),4.46-3. 98(4H,m) 
,3.51-3.42(lH.m),3. 20-3. 
04(lH.in).2. 39-1.20(l4H,ni 
) 


^ . > 9 0% (NMR) 




MS 




268 



I 

( 

wo 03/000254 PCT/JP02/06405 



m 59 




205 


IH mm 5) ppm 


0 

• 


^'^v / \ / \ 

O V 

0 


300MHz, DMS0-d6 
9.59(lH.brs).8. 23 (IH, s), 
8. 04(lH,d. J=8. 4Hz),7. 90 ( 
IH, d,J=8. 4Hz).7. 62 (2H, d, 
J=8. 7Hz),7. 39(2H,2H, d, J= 
8. 7Hz)7. 18(2H,d,J=8. 7Hz) 
,6. 63 (2H, d,J=8.7Hz),3. 95 
-3. 37(4H,m),3.51-3.40(lH 
,m),3. 17-3. 02(lH.m),2. 39 
-1. 18(17H,m) 




>9 0% (NMR) 




MS 


553 (M+1) 





mrnmrn^- 206 


IH NMR(5) ppm 

300MHz, DMS0-d6 
13. KlH, brs),8. 33 (IH, s), 
8. 29 (IH, d, J=8. 8Hz).8.06( 
lH, d, J=8. 7Hz).7. 77 (2H, d, 
J=8. 7Hz),7. 59-7. 52(4H.m) 
,7.35(2H, d, J=.8. 8Hz) , 5. 19 
(2H, s).4. 39(lH,m),2.7l(3 
H, s),2. 45-2. 20(2H,m),2.2 
0-1. 95 (2H,m), 1.95-1. 75(2 
H, m),l. 75-1.55(lH,m). 1.5 
5-1. 15(3H,m). 


CI 


>9 0% (NMR) 


MS 558 (M+1) 




mmm^^ 207 


IH NMR(6) ppm 

300MHz, DMS(>-d6 
8. 29 (IH, s),8. 26 (IH, d, J=8 
.8Hz),8. 04 (IH, d, J=8. 7Hz) 
,7.73(2H,d,J=8.8Hz)..7.50 
-7.41(6H, m),7. 36(2H.d. J= 
8. 8Hz),7. 18-7. 13 (2H, m),6 
.84(1H, s).4. 33(lH,m),2.4 
0-2. 15 (2H, m),2. 15-1.95(2 
H, m),l. 95-1. 75(2H,m), 1.7 
5-1.55(lH,m), 1.55-1. 15(3 
H,m). 


0 


>9 0% (NMR) 


MS 539 (M+1) 



269 



wo 03/000254 
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m 60 




mmm^^- 208 


IH NMR(6) ppm 


CL 

vr ^ 

0 : 


300MHz, DMS0-d6 
8. 32 (IH. s),8. 27 (IH, d. J=9 
.OHz), 8. 07-8.00(3H,m),7. 
79-7. 70(3H,m),7.51(2H, d, 
J=8. lHz),7. 40 (2H, d.J=8.4 
Hz), 7. 18 (2H, d, J=8.7Hz),4 
.99(2H.s),4. 34(lH,m),2. 4 
0-2. 15 (2H. in),2, 15-1, 95(2 
H.m), 1. 95-1. 75(2H,ib), 1.7 
5-1. 55 (IH, m) , 1. 55-1. 15(3 
H.m). 


>9 0% (NMR) 


MS 582 (M+l) 





mmm^-^ 209 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 24 (IH. d, J=4. 4Hz),7. 98a 
nd7. 88 (2H, ABq. J=8. 6Hz).7 
. 70and7. 19(4H,A'B' q, J=8. 
4Hz).7. 35 (IH, t,J=8. 4Hz), 
6.86(IH, d,J=8. lHz).6. 79 ( 
IH, s),6. 71(1H. d,J=8. IHz) 
,4. 65-4. 53(lH,m).4.31(lH 
.brt, J=12. 2Hz),3.88-3. 78 
(2H,m),3.48(2H,t,J=9. OHz 
).2. 39-2. 19(2H,m), 1.02-1 
.71(6H,m).l. 70-1.50(3H,m 
), 1.46-1. 19(3H,m) 


O 


>9 0% (NMR) 


MS 513 (M+l) 




mmm^^ 210 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 75 (IH. s),8. 23 (IH, s).7 
. 96and7. 87 (2H. ABq, J=8. 7H 
z),7.84-7.66(6H,m),7.38( 
IH, t, J=8.4Hz).7. 18 (2H, d, 
J=8. 4Hz),6.91(lH. d. J=9.0 
Hz). 6. 84 (IH. s).6. 74(lH,d 
, J=8. IHz). 5. 26 (2H. s),4.3 
KlH, brt. J=12. 2Hz),2. 40- 
2. 20 (2H, m) , 1. 99-1. 76 (4H, 
m), 1.69-1. 58 (lH.m). 1.45- 
1. 20(3H,ffl) 




>9 0% (NMR) 


MS 587 (M+l) 



270 



wo 03/000254 



PCT/JP02/064U5 



m 61 





211 


IH NMR(6) ppm 


o 


V_/ HCl 


300MHz, DMS0-d6 
8. 29 (IH, s), 8. 15and7.47(2 
H, ABq, J=9. OHz) , 7. 77and7. 
24 (4H, ABq, J=8.9Hz).7. 39 ( 
lH,t, J=7. 8Hz),6. 84(lH,d. 
J=9. 3Hz), 6. 76 (IH. s),6. 75 
\in, a, J-'*?, onz/ , *t, oo vxri) d 
rt.J=12. 2Hz).3. 89 (2H, d.J 
=6. OHz), 3. 42(2H,d,J=10.8 
Hz), 3. 04-2. 88(2H,m),2. 78 
-2. 60(lH,m),2.71(2H. d, J= 
4.8Hz),2. 38-2.20(2H.m),2 
.07-1.80(7H.m).l. 70-1. 20 




> 9 0% (NMR) 


MS 


540 (M+1) 



mmm^^ 212 


IH NMR($) ppm 

300MHz, DMS0-d6 
8. 22 (IH. s),7. 93and7. 87(2 
H, ABq, J=8. 6Hz) . 7. 68and7. 
17(4H, A' B' q, J=8. 7Hz),7.4 
3-7. 33(5H,m),6. 87 (IH, d.J 
=8. 1H2).7. 18 (2H, d. J=8.4H 
z),6. 91 (IH. d, J=9. OHz). 6. 
81 (IH, s),6. 72(lH,d,J=8.0 
Hz), 5. 08(2H,s),4. 36(lH,b 
rt, J=12.2Hz).2. 37-2.20(2 
H, m), 1.98-1. 78(4H.m),1.6 
9-1.60(lH,m), 1.41-1.21(3 
H,m).1.28(9H,s) 




>9 0% (NMR) 


MS 575 (M+1) 




mmm^ 213 


IH NMR ( 6 ) ppm 

300MHz. DMS0-d6 
8. 23 (IH, s).7. 95and7. 86(2 
H,ABq,J=8. 4Hz) . 7. 69and7. 
L9(4H,A'B'q. J=8. 7Hz).7.6 
2-7. 36(5H.m).6. 90 (IH. d.J 
=8. lHz),6. 84 (IH. s).6. 76 ( 
IH. d, J=8. lHz).5. 19 (2H, s) 
,4. 31(lH,brt, J=12. 2Hz),2 
.40-2. 19(2H,m), 1.99-1.76 
(4H.m). 1.68-1. 55 (IH, m),l 
.50-1. 18(3H.m) 


0 


>9 0% (NMR) 


MS 553 (M+1) 



271 



wo 03/000254 
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mmmm^ 214 


IH NMR(6) ppm 

300MH2,DMSO-d6 
8.94(1H, d, J=2. lHz).8. 60 ( 
IH. dd. J'4.8. 1.5Hz).8. 23 ( 
IH, d, J=1.5H2),8. 12(lH,dt 
, J=8. 1,2. lHz).7. 93(lH,d, 
J=8. 7Hz).7. 87(lH,dd, J=8. 
7, 1. 5Hz) , 7. 70 (IH, d, J=8. 7 
Hz), 7. 67-7. 54(3H,m),7. 50 
(IH, dd. J=8. 1.4.8Hz),7. 25 
(2H, d. J=8. 7Hz),7.21(lH,m 
),4.31(1H, m), 2. 38-2. 19(2 
H,m),2. 00-1. 78 (4H, m), 1.6 
5(1H, m), 1.48-1. 22 (3H.m). 


r\ 

5 ^ 


MS > 9 0% (NMR) 


MS 490 (M+l) 




mmmm^ 215 


IH NMR( a ) ppm 

300MHz, DMS0-d6 
12. 75(lH,brs),8. 23 (IH, s) 
,7.95(1H, d, J=8.7Hz),7. 86 
(IH, d, J=8. 7Hz),7. 73(2H,d 
,J=8.4Hz),7.71(2H, d, J=8. 
4Hz),7. 63-7. 39(2H.in).7.5 
2(2H,d,J=8.4Hz),7. 24 (2H, 
d,J=8. 4Hz),7. 18(lH.m),4. 
31.(lH,m),2.39-2.20(2H, m) 
,2. 00-1. 76(4H,m),L65(lH 
,m), 1.49-1. 18(3H,m). 


0 


MUt . >9 0% (NMR) 


MS 523 (M+l) 




^Mi^m^ 216 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 77 (IH, s),8. 23 (IH, d, J= 
1.4Hz),7. 95 (IH, d, J=8. 6Hz 
),7.86(1H, dd.J=8. 6,1.4Hz 
),7. 70 (2H, d, J=8. 7Hz),7.6 
4(2H, d,J=8. 8Hz),7.56-7.4 
8(2H,m),7. 40 (IH, s),7. 23 ( 
2H, d, J=8. 7H2),7. 10(lH,m) 
.7. 03 (2H, d, J=8. 8Hz),4.31 
(lH,m),3. 80 (3H, s), 2. 48-2 
.20(2H,m),2.00-1.88(4H,m 
),1.66(lH.m). 1.50-1. 21(3 
H,m). 


0 

5 b^»' 


MiSf > 9 0% (NMR) 


MS 519 (M+l) 



272 



It 



wo 03/000254 
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m 63 



nmm^ 217 


IH NMR( 6 ) ppm 


0 


h ■ 


(DMS0-d6) 6 :12.80(lH,brs 
).8. 23 (IH, s),8.04(lH.d,J 
=8. 6Hz),7. 96(3H,d,J=8.6H 
z),7. 86 (IH. d, J=8. 7Hz),7. 
63 (2H, d, J=8. 6Hz) , 7. 25 (2H 
,d, J=8.6Hz),5. 50(2H. s),4 
. 36-4. 21 (IH, m; , 3. 27 (3H, s 
),2.74(3H, s),2. 40-2. 19(2 
H,m), 1.99-1.79(4H,m), 1. 7 
l-1.60(lH,m), 1.49-1. 19(3 
H,in) 


>9 0% (NMR) 


MS 


602 (M+1) 





nmm^^ 21s 


IH NHR(6) ppm 

300MHz, DMS0-d6 
12.9(lH,brs),8. 25 (IH, s), 
8.04(1H, d, J=8.7Hz),7.9l( 
IH. d, J=8. 6Hz),7. 72 (2H. d, 
J=8. 5Hz), 7. 67 (2H, d,J=8. 7 
Hz),7.56(2H,d, J=8.5Hz),7 
.26(2H, d, J=8. 7Hz),5. 45 (2 

H, s),4.31(lH,m).2.71(3H, 
s).2. 40-2. 15 (2H, m),2. 05- 

I. 80(4H,m), 1. 75-1. 55 (IH, 
m). 1.55-1. lS(3H,in). 


CI 


>9 0% (NMR) 


MS 558 (M+1) 




nmm^^ 219 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.21(1H, d, J=1.5Hz).7. 93 ( 
IH, d,J=9.0Hz).7. 84 (IH, dd 
,J=9.0.1.5Hz).7.56(2H, d, 
J=8.7Hz),7. 42-7. 30(4H,in) 
,7. 12 (2H, d, J=8. 7Hz),4. 53 
(IH, brs),4. 36-4, 20 (IH. m) 
,3. 55(2H,brs),3. 00-2. 90 ( 
IH. m),2. 70-2. 58(lH.m),2. 
40-1. 10(18H,m) 


0 .CI 


>9 0% (NMR) 


MS 544 (M+1) 



273 



wo 03/000254 
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^ 64 


mmm^ 220 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.76(1H, s),8. 23 (IH. s),7 
.96and7. 87 (2H, ABq,J=8. 9H 
z),7.69and7. 19(4H,A' B* q, 
J=8. 6Hz).7.55(1H.s),7. 37 
(lH,t,J=8. lHz).6.91(lH.d 
, J=7. 8Hz),6. 85 (IH, s),6.7 
4(1H. d, J=7.5Hz),5. 13 (2H, 
s),4.3l(lH.brt, J=12. 2Hz) 
,2. 65 (3H. s),2. 41-2. 20 (2H 
.m),2. 00-1. 74(4H,m),1.70 
-1. 59 (lH,m), 1,58-1. 20 (3H 


U 


>9 0% (NMR) 


MS 540 (M+l) 



mmm^^- 221 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 23 (IH. s).7.96and7. 86(2 
H.ABq. J=8. 6Hz).7. 69and7. 
18(4H,A' B' q. J=8.7Hz),7.3 
7(1H. t. J=8. 2Hz).6. 87 (IH. 
d, J=8.2Hz),6. 82(lH,s).6. 
75 (IH. d, J=8.0Hz),5. 24 (2H 
,s).4. 32 (IH. brt. J=12. 2Hz 
).2. 58 (3H. s).2. 38-2. 20(2 

H, in).2. 30 (3H. s),,2. 00-1.7 
9(4H.m), 1. 70-1.59(lH.in), 

I. 44-1. 20 OH.m) 




> 9 0% (NMR) 


MS 554 (M+l) 




nmm^^ 222 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 88(lH,brs).8. 25(s,lH) 
.8. 07-7. 57(llH.m), 7. 26(2 
H. d, J=8. 7Hz),7.24(lH,m), 
4. 34(lH,m),2. 30-2. 20 (2H, 
m),2. 03-1. 78(4H,m), 1.64( 
lH,m), 1.49-1. 19(3H,m). 


b ^ 

V_/ CI 


>9 0% (NMR) 


MS 557 (M+l) 
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m 65 



mmmm^- 223 


IH NMR(6) ppm 

300MHz, DMS0-d6 
I0.96(lH,brs),8. 21 (IH. d. 
J=L 4Hz),7. 93 (IH, d. J=8. 7 
Hz). 7. 84 (IH. dd,J=8. 7, 1.4 
Hz). 7. 76-7.40(7H,m),7. 18 
(2H, d,J=8. 0Hz),4. 24-4. 16 
(2H,m),2.40-l. 12(18H,m) 


0 


^ >9 0% (NMR) 


MS 544 (M+1) 




nMmm^ 224 


IH NHR(S) ppm 

(DMS0-d6) 6 :8.22(1H, s),8 
.07(1H, d, J=8. 4Hz),7. 92(1 
H, d, J=8. 4Hz),7. 54 (2H, d, J 
=8. 7Hz),7. 40(2H, d. J=8. 4H 
z),7. 30 (2H, d. J=8. 4Hz),7. 
14(2H,d,J=8. 7Hz),4. 61(2H 
,s),4. 48-4. 32 (IH, in),3. 82 
(IH, brd, J=12. 3Hz),3. 65-3 
.47(2H,in),3, 10(brdd, J=8. 
4, 12. 3Hz),2. 40-2. 20(2H,in 
),2.09-1.76(6H,in), 1.71-1 
.16(6H,m) 


b 


>9 0% (NMR) 


MS 544 (M+1) 



HO 



MS 



225 




>9 0% (NMR) 



580 (M+1) 



IH NMR ( 6 ) ppm 

(DMS0-d6) 6 :12.83(lH,brs 
).8.21(1H, s),8. 10(lH.brs 
),7.01-7. 91(2H, m),7. 89-7 
.82(2H.m),7.75(lH.d, J=8. 
0Hz).7. 59 (2H, d, J=8. 7Hz), 
7. 53 (4H, s).7.46(lH,brs), 
7. 12 (2H, d, J=8. 7Hz),7. 23 ( 
2H, s),4. 35-4. 17(lH,in),2. 
38-2. 20(2H,in). 1.99-1. 79 ( 
4H, m). 1. 71-1.59(lH,m), 1. 
48-1. 18(3H,ni) 



275 
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226 




mm 



MS 



> 9 0% (NMR) 



544 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 33and8. 08 (2H, ABq, J=8. 7 
Hz).8.31(lH, m).7. 66and7. 
26 (4H, A' B' q, J=9. 2Hz),7.4 
2and7. 39 (4H, A'B'q. J=8. 7H 
z),4. 57 (2H, s),4. 50(lH,br 
t, J=12. 2Hz),3. 85-3. 62 (3H 
,m),3. 28-3. 16(2H,m).2. 42 
-2. 23(2H,id),2. 14-1. 81 (6H 
,m). 1.72-1. 25 (6H, m) 



MMm^^ 227 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 43 (IH, d. J=5. 0Hz),8. 23 ( 
IH, s),7.96and7. 86(2H,ABq 
, J=8. 6Hz),7. 69and7. 18 (4H 
,A'B' q,J=8. 6Hz),7.57(lH. 
s),7. 47 (IH, d,J=5. 0Hz),7. 
40(2H.t, J=8. 2Hz),6.91(lH 
,d, J=8. 3Hz),6. 85(lH,s),6 
.77(1H. d. J=7. 9Hz),5. 25(2 

H, s),4.31(lH,brt, J=12. 2H 
z), 2.40-2. 19 (2H. id).1.99- 

I. 75(4H,m). 1.73-1. 57 (IH, 
m),l. 49-1.19(3H,m) 


0 


mm >9 0% (NMR) 


MS 554 (M+1) 



mmm^ 


228 


IH NMR(6) ppm 


0 

"° if 


o 6 


300MHz, DMS0-d6 
12. 80 (IH, brs),8. 22 (IH, s) 
,7. 94 (IH, d,J=8. 6Hz),7. 87 
(IH, d,J=8.6Hz),7.60(2H,d 
. J=8. 7Hz).7. 32 (2H, d, J=8. 
7Hz)7. 17 (2H, d, J=8. 7Hz),6 
.70(2H,d,J=8. 7Hz),4. 35-3 
.97(4H,m),3. 62-3. ll(2H,m 
),2. 96 (6H, s),2. 39-1. 12(1 
4H, m) 


mm >9 0% (NMR) 




MS 


567 (M+1) 
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llWJ#-§- 229 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 25 (IH, s),8.20(lH, s),8. 
04 (IH, dd, J=8. 1, 1.8Hz),7. 
92 (IH, d, J=8. lHz).7. 84 (IH 
,d, J=9.9Hz),7. 62-7. 50 (7H 
,m),7. l2(2H,d.J=8. 7Hz),5 
. 14(2H,s).4.36(2H, q, J=6. 
9Hz),4. 30-4.20(lH.m).2.3 
8-2. 18(2H,in), l. 98-1. 18(8 
H,m). 1.35(3H, t,J=6.9Hz) 


CI 

0 O 

b 


>9 0% (NMR) 


MS 608 (M+l) 



mmm^^ 230 


IH NMR(6) ppm 




300MHz, DMS0-d6 
8. 35 (IH. s),8. 27 (IH, d, J=8 
.7Hz),8. 05 (IH, d, J=9. OHz) 
,7. 87 (2H, d, J=8. 7Hz),7. 74 
(IH, t, J=8. lHz),7. 64(lH,d 
, J=7.8Hz),7.59-7.50(2H,m 
),7. 36(2H, d, J=8.7Hz),4.3 
9(1H, m),2. 40-2. 15 (2H, m), 
2. 15-1. 95 (2H, m), 1.95-1.7 
5(2H,ra), 1.75-1. 55 (lH,m), 
1. 55-1. 20 (3H, m). 


f^9 0% (NMR) 


MS 48UM+1) 







231 


IH NMR(6) ppm 


0 


\ 

N- 

oK 

b ' 


300MHz DMS0-d6 
12. 78(lH,brs),8. 23(lH.d. 
J=1.5Hz).7.96(lH, d. J=8. 7 
Hz),7.87(lH, dd,J=8.7,1.5 
Hz),7.75(2H, d, J=8.4Hz),7 
.63(2H, d, J=8.4Hz),7. 52(2 
H, d, J=8. 4Hz),7. 24 (2H, d,J 
=8. 4Hz),5. 47 (2H, s),4. 29 ( 
IH, m),2. 97(6H,brs),2. 72 ( 
3H, s),2. 39-2. 16 (2H, m),2. 
00-l;78(4H,m), 1.71-1. 59 ( 
IH, m) , 1. 49-1. 17(3H,m). 


^9 0% (NMR) 


MS 


595 (M+l) 
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232 



MS 





>9 0% (NM.R) 



608 (M+1) 



IH NMR(6) ppm 

3001fflz, DMS0-d6 
12.8(lH,brs),8. 22 (IH, s), 
7. 96 (IH, d, J=8. 7Hz).7. 86 ( 
IH. d,J=8.6Hz),7. 70 (IH, s) 
,7. 59(2H,d. J=8.7H2),7. 53 
-7. 50(5H,m),7.42(lH. d, J= 
7.9H2),7. 12 (2H. d,J=8. 7Hz 
).5. 11(2H, s),4. 27(lH,m). 
3. 01 (3H. brs),2.97(3H,brs 
),2.40-2. 15(2H,m),2. 00-1 
.75(4H.m). 1.75-1. 55 (lH,m 
), 1. 50-1.15(3H.m). 



MS 



233 




>9 0% (NMR) 



553(M+1-HC1) 



IH NMR(d) ppm 

DMS0-d6 

13. 20(lH,brs),8. 99 (IH, s) 
,8. 32(1H. s),8. 25 (IH, d. J= 
8. 8Hz),8. 04 (IH, d, J=8. 6H2 
),7. 79-7. 74(4H,in),7.60(2 
H.d,J=8. 5Hz),7.30(2H,d,J 
=8. 7Hz).5. 26 (2H, s),4. 36 ( 
lH,in).2. 72 (3H, s),2. 50-2. 
15 (2H, in),2. 15-1. 95(2H,m) 
, 1.95-1. 75 (2H. m), 1.75-1. 
55 (1H,ib), 1.55-1. 15(3H,m) 



•HO 



2HCI 



. 234 




> 9 0% (NMR) 



MS 



538(M+1-2HC1) 



IH NMR(5) ppm 
DMS0-d6 

8. 77 (IH, d, J=3.6Hz),8. 36- 
8. 26 (3H, m),8. 08 (IH, d,J=8 
.8H2),7.79(2H,d.J=8. 7Hz) 
,7. 72-7. 64(3H,m),7. 58 (2H 
,d,J=8. 4Hz),7. 30 (2H, d, J= 
8. 7Hz),5. 26 (2H, s),4. 38(1 
H,m).2. 50-2. 15(2H,m),2. 1 
5-1. 95 (2H,m), 1.95-1.75(2 
H,in). 1. 75-1.55(lH,m), 1.5 
5-1. 15(3H.m). 
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^ 69 



235 




MS 



> 9 0% (NMR) 



APCI-Ms 538 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 74(lH.brs),8. 67 (IH. dd 
, J=3. 1. 1.6Hz),8.21(lH, d, 
J=1.6H2),7. 93 (IH, dj=8. 6H 
z),7. 90-7. 80(2H,m),7. 60- 
7. 50(7H.m).7.09(2H, d, J=8 
.7H2),5. 16 (2H, s),4. 26 (IH 
,in),2. 40-2. 20(2H,m),2. 00 
-1.60(5H.m), 1. 50-1. 20 (3H 
.m) 



IIJfe^J#-i- 236 


IH NMR(5) ppm 


b 

b >^ 

^ CF3CO2H 


300MHz, DMS0-d6 

8. 40-7.40(llH,m),2. 95, 2. 

81 (3H, each 

d, J=4. 7Hz),2. 40-2. 20 (2H. 
m),2. 10-1. 80(4H,m), 1. 70- 
1. 60 (IH.m), 1.50-1. 20 (3H, 
m) 


> 9 0% (NMR) 




MS APCI-Ms 555 (M+1) 





237 




MS 



>9 0% (NMR) 



FAB-Ms 605 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 21 (IH, s),8. 15(lH, d, J=9 
.5Hz),8. 02 (IH, s),8. 00-7. 
80 (3H, m) , 7. 70-7. 50 (6H, m) 
,7. 12(2H,.d,J=8. 7Hz),5. 16 
(2H, s),4. 28 (IH, m),2. 40-2 
.20(2H,ai),2. 00-1.80(4H,in 
).1.65(lH,m).I.50-l. 20(3 
H.m) 
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mt^m^^ 238 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 80 (IH. brs),8. 54 (IH, s) 
,8. 25 (IH. s),7.98and7.88( 
2H, Abq, J=8. 6Hz),7. 76 (2H, 
d, J=8. 6Hz).7. 53-7. 31 (3H. 
in),6. 61 (IH. s).5. 46 (2H. s) 
, 4. 32 (IH. brt) . 2. 40-2. 20 ( 
2H,ni),2. 02-1. 79 (4H. m),l. 
69-1. 59(lH,in), 1.48-1. 19 ( 
3H. m) 


0 

\ N y-O 

HCI (~\ 


>9 0% (NMR) 


MS APCI-Ms 521 (M+1) 




239 


IH NMR( 5) ppm 

300MHz, DMS0-d6 
12. 79 (IH. brs).8. 60 (2H. d, 
J=l. 5Hz).8. 53 (IH, s),8. 25 
(IH, s),7. 98and7. 85(2H,AB 
q,J=9. 4Hz).7. 76 (2H, 
d, J=9. 0Hz),7. 44(4H.d, J=6 
.5Hz),6. 69(lH.s).5. 63 (2H 
.s),4. 32 (IH. brt), 2. 40-2. 
19(2H,in).2. 03-1.82(4H,m) 
, 1.72-1. 61 (IH, m). 
1.42-1. 22 (3H,m) 


0 

b 


>9 0% (NMR) 


MS APCI-Ms 522 (M+1) 



mmm^-^ 240 


IH NMR(6) ppm 


0 

HO >(f 




300MHz, DMS0-d6 
8. 90 (IH, s),8. 32 (IH, s),8. 
28 (IH, s),8. 25 (IH, d. J=8.3 
Hz), 8. 05 (IH, d,J=8.8Hz),7 
.96(1H, s),7. 93 (IH, d, 
J=8. 8Hz).7. 83 (IH. d.J=8.4 
Hz), 7. 68-7. 59(2H.m).7. 54 
(2H,d. J=8.8Hz),4.37(lH.b 
rt),2. 30 (2H, m),2. 00(2H,ni 
),I. 88(2H,in),l. 67(lH,m), 
1.5-1.2 (3H. m) 


>9 0% (N.MR) 


MS 


APCI-Ms 525 (M+i) 
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S71 



MS 



1001 






H3C 



364(M+H) 



1002 




b 



454(M+H) 



1003 




N /= 





398(M+H) 



1004 




357(M+H) 



1005 





322(M+H) 



1006 




385(M+H) 
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873 



MS 



1013 




374(M+H) 



1014 




382(M+H) 



1015 




350(M+H) 



1016 




402(M+H) 



1017 




414(M+H) 



1018 




340(M+H) 



283 




284 




285 
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289 
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1065 



1066 



1067 



1068 



1069 



1070 



£82 








351 (M+H) 



MS 



366(M+H) 



367(M+H) 



364(M+H) 



350(M+H) 




306(M+H) 
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MS 



1071 




365(M+H) 



1072 




455(M+H) 



1073 




3g9(M+H) 



1074 




358(M+H) 



1075 




337(M+H) 



1076 




386(M+H) 



293 
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$85 



MS 



1083 




1084 




375(M+H) 



351(M+H) 



1085 




383(M+H) 



1086 




403(M+H) 



1087 




415(M+H) 



1088 




341 (M+H) 
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296 




297 
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^90 



mmm 




MS 


1112 


HO" 


O 

\ 


xyo 

o 


313(M+H) 


1113 


HO' 


o 

\ 


o 


308(W1+H) 


1114 


HO' 




F 


375(M+H) 


1115 


HO' 


o 

'X 


b 


399(M+H) 


1116 


HO- 


0 




327(M+H) 


1117 


HO" 




o 0-CH3 

b 


443(M+H) 



300 
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301 
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Mi 



MS 



1123 




368(M+H) 



1124 




368(M+H) 



1125 




365(M+H) 



1126 




325(M+H) 



1127 




O— CH3 



353(M-i-H) 



1128 




358(M+H) 
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^93 



MS 



1129 



HO 





361 (M+H) 



1130 



HO" 





352(M+H) 



1131 



HO 




NO, 



352(M+H) 



1132 




367(M+H) 



1133 



HO 




368(M+H) 



1134 



HO 




N 





365(M+H) 



303 
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^95 







MS 


1141 


jj CH, 

o 


322(WI+H) 


1142 


b ^ 


364(WI+H) 


1143 


9 OH 

b 


323(M+H) 


1144 


b 


363(M+H) 


1145 


9 0 

o 


484(M+H) 


1146 




385(M+H) 
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MS 


1152 






474(Wl+H) 


1153 




<b 


458(M+H) 


1154 




F F 


508(M+H) 


1155 




6 


454(M+H) 



307 




308 



mmm 




MS 


1161 


-\ 


O 


468(M+H) 


1162 


-\ 


o 




1163 




b 


466(M+H) 


1164 




OMe 

/=\ 

0 


526(M+H) 


1165 




b 


420(M-^H) 
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mmm 




; MS 


1166 




o 


490(M+H) 








1167 






435(M+H) 


1168 






436(M+H) 


1169 




6 


436(M+H) 


1170 






404(M+H) 


1171 






406(M+H) 
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MS 


1172 




0 


392(M+H) 


1173 




b 


420(M+H) 


1174 


o 




406(M+H) 


1175 






420(M+H) 


1176 




b 


523(M+H) 


1177 


o 


CH3 

6 


406(M+H) 
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MS 


1178 


™\ 


/ — CH, 


447(M+H) 


1179 




/ ^ 

o 

0 


433(M+H) 
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\ 


o 

o 


509(M+H) 


1181 




0 

o 

o 


513(M+H) 



312 



wo 03/000254 



PCT/JP02/06405 



ai03 







MS 


1182 


-\ 


o 

o 


497(M+H) 
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0 
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0 

^\ 
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508(M+H) 


1186 


o 
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St 
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o 


441 (M+H) 
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0 


455(M+H) 


1189 




0 


455(M+H) 
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OMe 


513(M+H) 
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504(M+H) 


1192 




F F 


494(M+H) 
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\ 
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HO' 


o 

\ 




— F 




1207 


HO' 


o 

\ 




-CI 


341 (M+H) 


1208 


HO' 


o 

\ 




-Br 


385(M+H) 
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HO' 


0 






363(M+H) 
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HO' 


o 


b 


-CN 


332(M+H) 
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\ 
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335(M+H) 


1213 


HO- 
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o 
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MS 



1217 




433(M+H) 



1218 



HO 






391 (M+H) 
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HO 






O-CH3 



337(M+H) 
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HO' 





Br 



385(M+H) 
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HO' 
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341 (M+H) 



1222 
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CN 
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249 



'HO 




MS 



>9 0% (NMR) 



672 (M+1) 



IH NMR(6) ppm 

300MH2, DMS0-d6 
8. 02 (IH. d. J=1.5H2).8. 11 ( 
IH. d. J=l. 8Hz),7.96-7.81( 
3H,ni),7.67(lH, s). 7. 61-7. 
49(6H,m),7.08(2H,d, J=8.6 
Hz), 5. 19 (2H, s),4. 25(lH,in 
),2. 38-2. l7(2H,ni), 1.96-1 
.78(4H.m), 1.70-1. 56 (lH,m 
), 1.46-1. 16(3H.m), 1. 11(9 
H. s) 
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MS 



> 9 0% (NMR) 



616 (M+1) 



IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 25 (IH, d, J=L5Hz),8. 16- 
8. 08 (2H, in), 7. 99-7. 88 (2H, 
m).7.66(2H. d, J=8. 6Hz) , 7. 
60-7. 48 (5H, m).7. 19 (2H, d, 
J=8. 6Hz),5. 17 (2H, s),4.3l 
(lH,m),2. 39-2. 20(2H,m),2 
.04-1. 79 (4H, m) , 1. 72-1. 60 
(iH.m), 1. 50-1. 18 (3H, m) 
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IH NMR(6) ppm 


0 


HCI 


-0. /=\ 


300MHz, DMS0-d6 
cis and trans mixture 
8. 13and8. 11 (total 
IH, each 

s),7. 90-7. 74 (2H, m).7. 42- 
7. 22 (5H, m) , 4. 56and4. 52 (t 
otal 2H. each 
s).4. 42 (IH, brs).3. 78-3.0 
6(2H, m)2. 33-1.33(18H,m) 




> 9 0 % 


(NMR) 




MS 


433 (M+1) 
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IH NMR(6) ppm 


o 




300MHz, DMS0-d6 

8 20(1H d 7=1. 5Hz) 7 96( 

IH. d,J=8.6Hz),7.84(lH. dd 

1 J O. u, X. un^t/ , 1. 0^ \^n, u. 

J=6. 9Hz).7. 48-7. 26 (8H, m) 

(2H, s),4. 06(lH,m).2. 40-2 
:20(2H, m),2.01-1.80(4H,m 
). 1.75-1. 64 (lH,in). 1.51-1 
.28(3H,m) 


> 9 0% (NMR) 




MS 


509 (M+l) 
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IH NMR(d) ppm 

300MHz. DMS0-d6 
8.21(1H, d, J=1.5Hz),7.93( 
IH, d, J=8. 7Hz),7. 85 (IH, dd 
, J=8. 4, 1.5Hz).7. 54-7. 47 ( 
2H, in),7. 40-7. 24 (6H, id).7. 
15 (IH, d,J=3.6Hz),7. 11-7. 
05 (IH, in),6.8l(lH,d, J=3.6 
Hz), 5. 26 (2H. s),4. 96(lH,m 
),2. 32-2. 13(2H.m), 1. 95-1 
. 72 (4H.in). 1.68-1. 55 (IH.m 
). 1. 43-1. 18 (3H, m) 




>9 0% (NMR) 


MS 493 (M+l) 
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IH NMR(6) ppm . 

300MHz. DMS0-d6 
8. 25 (IH. s).8. 02(lH,d, J=8 
.7Hz),7. 90 (IH. dd,J=8. 4, 1 
.4Hz).7. 80-7. 71 (2H. m),7. 
67 (2H, d.J=8. 7Hz),7. 33 (2H 
.t, J=8. 7Hz),7. 26(2H,d.J= 
8. 7Hz),5. 46 (2H, s),4. 78(2 

H, s),4.31(lH,m),2. 39-2. 1 
9(2H,iD),2.03-1.79(4H,in), 

I. 71-1. 59 (IH, m). 1. 50-1. 1 
7(3H,in) 


i 1^ 

• X 0 


^ >9 0% (NMR) 


MS 558 (M+l) 
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IH NMR(6) ppm 


^OH 

HCI y:;:-. 

0 i) 

. . b ^ 


300MHz. DMS0-d6 
8. 34 (IH, s).8. 32 (IH, d,J=8 
. 8Hz; , 8. 09-8. 03 (3H, m) , 7. 
83 (2H. d, J=8.3H2),7. 79 (2H 
, d, J=8. 8Hz) , 7. 36 (2H, d, J= 
8. 8Hz).5.54(2H, s).4. 38(1 

8(2H,ni),2. 13-1.96(2H;m). 
1.93-1. 78 (2H, m), 1.73-1.5 
7(lH,in), 1.55-1. 15(3H,m) 


>9 0% (NMR) 




MS 568 (M+1) 





Illfe0y## 256 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.67(lH,brs),8. 23 (IH, s) 
,7.94and7.87(2H, ABq, J=8. 
6Hz).7. 79 (IH. dd. J=8. 7.5. 
4Hz).7. 62-7.41(7H,m),6.8 
0(1H, dd. J=li.9, 2. 3Hz).6. 
69 (IH, dd, J=8. 1.2. lHz),5. 
20 (2H, s),3. 93(lH,brt, J=l 
5.3Hz).2. 30-2. 11(2H. brm) 
1.88-1. 74 (4H, brm), 1.64-1 
.58(lH.brm). 1.41-1. 14 (3H 
, brm) 


F 


>9 0% (NMR) 


MS 585 (M+1) 
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IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 19(lH,d,J=8. 7Hz).7.93( 
IH, s),7. 83-7. 71 (3H. in),7. 
50-7. 39(4H,id),7. 34-7. 10 ( 
4H, id),7. 06 (1H, dd, J=8. 4,2 
.9Hz),5. 09 (2H, s),4. 34 (IH 
, m) , 3. 82 (3H. s) , 2. 39-2. 19 
(2H,n),2. ll-1.98(2H.m), 1 
.94-1. 79 (2H, m),l. 74-1.58 
(IH.m), 1. 52-1. 21 (3H, m) 


CI 

0 /=\ 


>9 0% (NMR) 


MS 603 (M+1) 



397 



wo 03/000254 



PCT/JP02/06405 
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258 



HO 



>9 0% (NMR) 



MS 



567 im) 



IH NMR(6) ppm 

300MHz. DMS0-d6 
7.79(1H, d, J=6. 7Hz),7. 56 ( 
IH, d. J=7. 5Hz).7. 49 (2H, d. 
J=8.6Hz),7. 42 (4H, s).7. 32 
-7. 23 (3H, m),7. 09-7. 03 (3H 
.m),5. 02 (2H, s),4. 46(1H.id 
).3.82 (3H. s), 1.95-1.83(2 
H. in).l. 75-1.44(5H.m), 1.3 
0-1. 10 (2H,in), 0.89-0, 71(1 
H,m) 



259 



MS 



2HCI 




N- 



>9 0% (NMR) 



591 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 93(2H,d, J=6.6Hz),8. 36 ( 
IH, s),8.28(lH, d.J=8.7H2) 
.8. 10-8. 03(3H,m),7. 85 (2H 
,d.J=8. 7Hz),7. 33 (2H. d, J= 
8. 7Hz),7. 23 (IH, s),7. 23(1 
H, s),6.81(lH, s),5.56(2H, 
s),4. 39 (IH, m),2. 97, 2. 92 ( 
6H, s),2. 40-2. 18 (2H, m),2. 
16-1. 95 (2H, m), 1.90-1. 75 ( 
2H, ra), 1.70-1. 55 (lH.in),L 
50-1. 15(3H,in) 



260 



MS 



2HCI 




OH 



>9 0% (NMR) 



564 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 93 (2H. d, J=6. 3Hz),8. 35 ( 
IH, s),8. 26 (IH, d, J=8. 7Hz) 
,8. 09-8. 02 (3H. m).7. 86 (2H 
.d, J=8. 7Hz), 7. 50 (IH, s).7 
.35(2H, d, J=8. 4Hz).7. 24(2 
H, d, J=7. 8Hz),5. 60 (2H, s), 
4. 39 (IH, m).2. 50-2. 18 (2H, 
m).2. 15-L95(2H,^l),1.90- 
1.75(2H,m), 1.70-1. 55 (IH, 
m) 1.50-1. 10(3H,m) 



398 



wo 03/000254 
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mMifm^ 261 


IH NMR(6) ppm 


CI 


300MHz. DMS0-d6 
8. 22 (IH, d,J=7. 8Hz),7. 85 ( 
IH, d. J=6. 7Hz),7.63(2H, d, 
J=9. OH), 7. 51-7. 38(5H,m). 
7. 29 (IH, d, J=8. 3Hz) , 7. 23 ( 
IH. d, J=3. OHz), 7.06 (2H, d, 
J=9. OHz) . 7. 06 (IH, dd, J=8. 
6, 3. OHz), 5. 05 (2H, s),4. 41 
-4. 25 (IH, id),3. 83 (3H, s),2 
.40-2. 20(2H,in),2. 03-1. 78 
(4H,m), 1.72-1. 57 (IH, m).! 
.50-1. 18(3H,m) 


>9 0% (NMR) 


MS 567 (M+1) 





mmmm-^ 262 


IH NMR(d) ppm 


0 


CI 

<^ HCI ^-NH2 


300MH2, DMS0-d6 
8. 29 (IH, d, J=l. 5Hz),8. 26 ( 
lH.d. J=9. OHz), 8. 19 (IH, d, 
J=1.8Hz),8. 13(lH,brs),8. 
08-7. 96 (2H, m),7. 73 (2H, d, 
J=9. OHz) , 7. 57-7. 43 (6H, m) 
, 7. 24 (2H, d, J=9. OHz) , 5. 14 
(2H, s).4. 36 (IH, m),2. 38-2 
. 18(2H,in),2. 12-1. 97 (2H, m 
), 1.93-1. 80 (2H. m), 1.73-1 
.58(lH,m),l. 52-1.20(3H,m 
) 


>9 0% (NMR) 


MS 


580 (M+1) 







263 


IH NMR(6) ppm 


o 

HO'Y 


p 

/=\ ^ 


300MHz, DMS0-d6 
12. 85(lH,brs).8. 72 (IH, d, 
J=4. 8Hz),8. 22 (IH, s),8. 14 
(IH, d, J=6. 3Hz) , 8. 03and7. 
76 (4H, ABq,J=8.6Hz),7.93a 
nd7.85(2H,A'B' q, J=8. 6Hz) 
,7. 60and7. 15 (4H, A^B^q, J= 
8. 7Hz),7. 55 (IH, dd, J=6. 3, 
4. 8Hz),5. 19 (2H. s),4. 26(1 
H, brt. J=12. 6Hz) , 2. 35-2. 1 
8(2H, brm). 1.95-1. 77(4H,b 
rm), 1.70-1. 60 (IH, brm), 1. 


mm 


> 9 0% (NMR) 


MS 


548 (M+1) 


45-1. 15(3H,brm) 


399 



wo 03/000254 
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264 




MS 



>9 0% (NMR) 



586. 588 (M+1) 



IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 23(lH,d,J=1.0Hz),7. 92 ( 
IH. dd, J=8. 7, 1.0Hz),7. 87 ( 
IH, d. J=8. 7Hz).7.60(2H, d, 
J=8. 6H2).7. 47(2H.d,J=8.7 
Hz),7.44(2H, d,J=8. 7Hz).7 
.30(1H. d.J=8. 3Hz).7. 23(1 
H, d, J=2. 6Hz),7. ll(2H.d, J 
=8. 7Hz),7. 06 (IH, dd, J=8. 7 
.2.6Hz),5. 04 (2H, s),4. 36 ( 
lH,m),3. 83 (3H, s),2. 80-2. 
70(4H,m),2. 60-2. 40(2H,in) 
.2. 30-2. 20(2H,ni) 



MS 



265 




>9 0% (NMR) 



608 (M+1) 



IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 30 (IH, d, J=1.5Hz),8. 25 ( 
IH, d, J=9. lHz),8. 03 (IH, dd 
,J=8. 7, 1.5Hz),7.76-7.96( 
3H, ni),7. 55-7. 49(5H,m),7. 
42 (IH, d, J=7. 6Hz),7. 23 (2H 
.d, J=8. 7Hz).5. 15 (2H, s),4 
.35(1H, ni),3. 01 (3H, s),2.9 
7(3H. s),2. 37-2. 20(2H.m), 
2. 09-1. 97 (2H, ra). 1.94-1.8 
1(2H, in),l. 72-1.60(lH.ni), 
1. 50-1.2l(3H,m) 



266 




MS 



> 9 0% (NMR) 



642 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 27 (IH, d, J=1.5Hz).8.20( 
IH, d, J=9.0Hz).8. OOdH.dd 
,J=8. 6. 1. 5Hz),7. 82(2H,d. 
J=8.2Hz),7. 76-7.65(5H,m) 
,7. 56 (IH, dd, J=7. 9.1.8Hz) 
, 7. 47 (IH, d, J=7. 5Hz) , 7. 20 
(2H, d. J=8. 6Hz),5. 16(2H,s 
),4. 32 (IH. m).3. 02(3H,s). 
2. 98 (3H, s),2. 38-2- 19 (2H, 
m),2. 07-1.95(2H.m), 1.93- 
1. 80 (2H,m), 1.72-1. 58 (IH, 
m), 1.52-1. 18(3H,in) 



400 



wo 03/000254 
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267 




/ 
s 


0 


O >\ 


^ > 9 0% (NMR) 


MS 


620 (M+1) 



IH NMR(5) ppo 

300MHz. DMS0-d6 
8. 34 (2H. m),8. 03 (IH, d, J=8 
.3H2).7.77-7. 68 (3H, id).7. 
54-7. 40 (4H. ni),7.33 (2H. d, 
J=8.6Hz),7. 24(2H,d, J=9.0 
Hz), 5. 16 (2H, s),4. 36(lH.m 
).3.01(3H. s),2. 97 (3H, s), 
2. 40-2. 20(2H,id),2. 11-1.9 
7(2H,ni),1.93-1.81(2H,m), 
1. 71-1. 60(1H,id), 1.50-1. 2 
1 (3H. m) 



268 




MS 



> 9 0% (NMR) 



612 (M+1) 



IH NMR(£) ppm 

300MHz. DMS0-d6 
8.67-8. 59(lH.m).8. 30 (IH. 
s),8. 13-8. 20(2H,m),8. 02- 
7.92(2H, in),7. 65 (IH, t,J=8 
.3Hz),7.56-7. 45(5H,in),7. 
18 (IH, dd, J=12.0,2. 2Hz),7 
.05(1H, dd, J=8. 6. 2. 2Hz).5 
. 14 (2H. s),4. 09 (IH, in),2,8 
2(3H. d,J=4. 5Hz),2. 34-2. 1 
2(2H.in), 1.99-1.79(4H, m). 
1. 71-1. 59 (lH,m), 1.49-1. 2 
1 (3H, m) 



MS 



269 




> 9 0% (NMR) 



626 (M+1) 



IH NMR(6) ppm 

300MH2, DMS0-d6 
8.29(1H, s),8. 13(lH,d, J=9 
.0Hz),7. 97 (IH, dd, J=8. 6, 1 
. 5Hz) , 7. 71 (IH, d, J=l. 8Hz) 
,7. 63(lH,t,J=8. 2Hz),7. 56 
-7.41(6H,m),7. 17 (IH, dd,J 
=12. 0, 2. 2Hz), 7. 03 (IH, dd, 
J=8. 2, 1.8Hz), 5. 14 (2H, s), 
4. 15-4.00(lH,m),3.01(3H, 
s),2. 98 (3H, s),2. 32-2. 13 ( 
2H, 01)1.95-1. 79 (4H.m), 1.7 
2-1. 59 (IH, m), I. 45-1.21(3 
H,m) 



401 
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mmmm^- 270 


IH NMR(6) ppm 


i Hci V 

9 \ ij 


300MHz, DMS0-d6 
8. 24 (IH. d, J=1.4Hz),8. 19 ( 
IH. d, J=1.8Hz),8. li(lH,br 
s),8. 02-7.85(3H.in),7. 60- 
7. 44 (7H, m; , 7. 10 UH, dd, J- 
12. 0, 2, lHz).6. 98 (IH. dd, J 
=8. 4, 2. IHz) , 5. 1 1 (2H, s) , 3 
.98(lH,m),2.30-2. 12(2H,m 
), 1.91-1. 73 (4H, m).l. 71-1 
. 58 (lH,jn), 1.45-1. 15(3H,m 
) 


> 9 0% (NMR) 


MS 598 (M+1) 







271 


IH NMR(5) ppm 


0 


,0 


300MHz, DMS0-d6 
8. 29 (IH, d, J=1.5Hz),8. 24 ( 
IH, d, J=8. 7Hz),8. 07-7. 98 ( 
3H, m). 7. 80-7. 68 (5H, m),7. 
56(lH,dd. J=8. 0. 1.8Hz),7. 
47 (IH, d, J=8.0Hz).7.21(2H 
,d, J=8. 4Hz).5. 18 (2H, s),4 
.34(1H, m),3. 27 (3H. s),3.0 
2(3H, s),2. 98 (3H, s),2. 38- 
2. 18(2H,m).2. 10-1. 95 (2H, 
ra), 1.93-1. 79(2H,in), 1. 72- 
1. 59(lH,m),l. 50-1. 19 (3H, 


^ >9 0% (NMR) 


MS 


652 (M+1) 


m) 





272 


IH NMR(6) ppm 


CIH /=H 

O . >^ 


300MHz. DMS0-d6 
8. 97 (IH, d, J=1.8Hz),8. 85 ( 
lH,d, J=4. 7Hz),8. 46 (IH, d, 
J=8. OHz) , 8. 39-8. 26(2H,m) 
,8. 06 (IH, d, J=8, 7Hz),7.99 
-7. 64 (6H, m),7. 24 (2H, d,J= 
8. 7Hz).5.25(2H, s), 4. 36(1 

H, ra).3. 03 (3H. s),2. 97 (3H, 
s).2. 39-2. 19(2H.m).2. 14- 

I. 96 (2H, m) , 1. 94-1. 78 (2H, 
ra), 1. 73-1.60(lH.m), 1. 21- 
1.55 (3H. m) 


*fiS > 9 0% (NMR) . 


MS 


575 (M+1) 




402 
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273 


IH NMR(6) ppm 


0 


\ P 

\ ^ Q \ 


300MHz, DMS0-d6 
8. 30 (IH, s),8. 27 (IH, d,J=8 
.7Hz),8. 05 (IH, d. J=8. 7Hz) 
,7. 77-7. 67 (3H. m).7. 58-7. 
48(6H.m),7. 22 (2H, d. J=8.4 
Hz), 5. 18 (2H, s),4. 35(1H. b 
rt, J=9. 8Hz),3.06-2. 88(12 

H, brin),2. 38-2. 20 (2H, brm) 
,2. 08-1. 96 (2H. brm), 1.90- 

I. 80(2H,brin). 1.70-1.60(1 
H, brm), 1.49-1. 22 (3H, brm) 


^ > 9 0% (NMR) 


MS 


645 (M+1) 





274 




MS 



jii*j8 0% (NMR) 



601 (M+1) 



IH NMR(5) ppm 

300MHz. DMS0-d6 
mixture of cis and trans 
8. 35,8. 34 (IH. s),8. 15-8. 1 
0(2H,m).7. 79-7. 70(3H.m), 
7. 49 (2H, d. J=8. 7Hz),7. 44 ( 
2H,d, J=8.7Hz),7.31(lH, d, 
J=8.-4Hz).7. 25-7. 19 (2H, m) 
, 7. 07 (IH, d, J=8. 5Hz),5. 08 
(2H, s), 4. 75 (IH. m),3. 83(3 
H, s),3.70-1.90(8H,m) 



275 




O- 



> 9 0% (NMR) 



MS 



617 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 33 (IH, s),8. 13(lH,d, J=7 
.5Hz),7. 93 (IH, d, J=8. 8Hz) 
,7. 74(2H, d.J=8. 7Hz),7. 49 
(2H. d,J=8.6Hz),7. 44(2H,d 
, J=8. 6Hz) , 7. 31 (IH. d, J=8. 
5Hz),7. 25-7. 15(3H.m),7.0 
7(1H. d. J=8. 5Hz),5. 08 (2H, 
s),4. 98(lH.ra),3. 83 (3H, s) 
, 3. 65-3. 45 (2H, m) . 3. 30-3. 
10(2H,m),3. 00-2. 75 (2H,m) 
,2. 60-2. 30 (2H, m) 



403 
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276 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 25 (IH, s),7. 93and7.87(2 
H, ABq, J=9. lHz),7.55(lH, t 
, J=8. 6Hz),7.48and7. 42 (4H 
,A' B' q, J=8.6Hz),7.31(lH, 
d. J=8. 5Hz),7. 24 (IH. d, J=2 
.6Hz). 7. 09-6. 95 (3H, in), 5. 
05 (2H, s),4. lUlH.brt. J=l 
4.0Hz), 3. 84 (3H, s),2. 83-2 
.67(4H,brm),2. 50-2. 32 (2H 
,bnn),2.21-2. 10(2H.brin) 


o 


CI 

0 p 


> 9 0% (NMR) 


MS 


603 (M+1) 






277 


IH NMR(6) ppm 

300MHz, DMS0-d6 
cis and trans mixture 
8. 28and8. 24 (total 
IH, each 

s),7. 94-7. 87 (IH. id).7. 60- 
7.41(5H,m),7.31(lH, d, J=8 
.5Hz),7. 23-7. 21 (IH, m),7. 
12-7. 05 (2H, m),7. 00-6. 95 ( 
IH, III) , 5. 06and5. 05 (total 
2H, each 

s),4. 47and4. 34 (total 
IH, each 

brs),3. 83 (3H, s),3. 12-1.7 
6(8H.m) 


o 


T^N >=\ 

% 


mm 


> 9 0% (NMR) 


MS 


619 (M+1) 




mmmwr^- 278 


IH NMR(£) ppm 

300MHz, DMS0-d6 
12.9(lH,brs),8. 27(lH„s). 
7. 97and7. 74 (2H, ABq, J=8.6 
Hz), 7. 58(lH,t, J=8. 6Hz),7 
. 49and7. 43 (4H. A' B' q. J=8. 
5Hz),7.31(lH, d. J=8. 5Hz), 
7. 22 (IH, d, J=2. 6Hz),7. 13- 
6. 92 (3H, m),5. 05 (2H, s),4. 
67(1H, brt,J=14. 2Hz),3. 57 
-3. 40(2H,brm).3. 20-3. 05 ( 
2H,brni),2. 91-2. 70(2H, brm 
),2. 28-2. ll(2H,brni) 




CI 


^ > 9 0% (NMR) 


MS 


635 (M+1) 



404 



wo 03/000254 
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mmm^ 



279 




MS 



> 9 0% (NMR) 



644 (M+1) 



IH NMR(6) ppiD 

300MHz, DMS0-d6 
8. 30 (IH. s),8. 23 (IH, d,J=8 
.7Hz),8. 06-8. 00(2H.m),7. 
83 (IH, dd, J=8. 0, 1. 8Hz), 7. 
71 (2H, d, J=8. 4Hz),7. 64 (IH 
,d, J=8. 0Hz),7. 59-7. 54 (4H 
,m),7. 22(2H,d, J=8. 4Hz),5 
.25(2H, s),4; 33 (IH, m),2.6 
6(3H, s),2. 66 (3H, s),2. 37- 
2. 19(2H,in), 1.93-1. 80 (2H, 
m), 1.70-1. 59 (lH,m),l. 47- 
1.21(3H,in) 



280 




MS 



> 9 0% (NMR) 



615 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32-8. 23 (3H,m),8. 08-8.0 
l(2H,m),7. 73 (2H, d, J=8.6H 
z),7. 65 (IH, d. J=8. 2Hz),7. 
59-7.5l(4H,m),7.25(2H, d. 
J=8.6Hz).5.21(2H, s),4. 34 
(IH, in),3.32(3H, s), 2. 37-2 
. 19(2H,ra),2. 10-1. 98(2H,iD 
), 1. 93-1. 80(2H.id), 1.71-1 
.60(1H, m), 1.51-1. 21(3H,m 
) 





281 


IH NMR(6 ) ppm 


CI 

HCI >=\ 


300MHz, DMS0-d6 
8. 30 (IH. d, J=l. 5Hz),8. 24 ( 
IH, s),8. 14(1H. d. J=8. 6Hz) 
.8.07-7.95(2H.in),7.63(lH 
, t, J=8. 6Hz) , 7. 57-7. 47 (5H 
.ni),7. 16 (IH, dd, J=12. 0, 2. 
2Hz),7.03(lH. dd,J=8.6, 2. 
2Hz),5. 17(2H. s),4. 06 (IH. 
ni),3. 90 (3H, s), 2. 31-2. 11 ( 
2H, m), 1.97-1. 78 (4H,m), 1. 


> 9 0% (NMR) 


71-1.59(lH,m). 1.43-1. 22 ( 
3H,ni) 


MS 


315 





405 



wo 03/0002S4 



PCT/JP02/06405 
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282 




IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 36 (IH, s),8. 35(lH. d,J=9 
.3Hz),8.09(lH,d,J=9.3Hz) 
,7. 78(2H,d, J=8.7Hz).7.48 
-7. 25(9H,m),5. 09(2H, s),4 
.39(1H, in),3. 04 (6H, s), 2.4 
0-2. 15(2H,in),2. 10-1.95(2 
H, m), 1.90-1. 75 (2H.in), 1.7 
0-1.55(lH,m),1. 50-1.20(3 
H.m) 



>9 0% (NMR) 




MS 580 (M+l) 




mmmrn^- 283 


IH NMR(6) ppm 

300MHz, DMS0-d6 
10. 03 (IH, s),8. 33 (IH, s),8 
.29(1H, d,J=8. 7Hz),8. 06(1 
H, d, J=9.0Hz),7. 74 (2H, d, J 
=9.0Hz),7. 51-7. 42(5H,m), 
7. 37-7. 30 (2H, ra),7. 22 (2H, 
d, J=8. 7Hz),5. 10(2H.s),4. 
37 (IH, ni),3. 06 (3H, s), 2. 40 
-2. 18(2H,m),2. 15-1. 95 (2H 
,m), 1.90-1.80(2H.m), 1. 75 
-1.55(lH,m),l. 50-1. 20 (3H 
.m) 


CI 

HCI 

! O WK"" 


>9 0% (NMR) 


MS 630 (M+l) 



284 


IH NMR(6) ppm 


CI 

1 HCI >=\ 

,9 \ \J 

V_/ Q V_ 


300MHz, DMS0-d6 
8. 30 (IH, s),8. 14 (IH, d, J=8 
.7Hz).7. 97 (IH. d, J=8. 7Hz) 
, 7. 96-7. 41 (8H, m) . 7. 16(1H 
,dd,J=12. 4, 2. 2Hz),7.03(l 
H, dd, J=8. 4, 2. 2Hz),5. 15(2 

H. s),4. 15 (IH, m),3. 54-3, 1 
6(4H,m),2. 33-2. 13(2H,m), 

I. 97-1. 79 (4H.m),l. 70-1.0 
2(9H,m) 


>9 0% (NMR) 




MS 654 (M+l) 





406 
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197 



285 




MS 



>9 0% (NMR) 



640 (M+1) 



IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 37(lH,d,J=7. 3Hz),8. 30 ( 
lH,s).8. 19-8. 12(2H,id).8. 
02-7. 95(2H,in),7. 65 (IH. t, 
J=8. 4Hz),7. 56-7. 43(5H,ni) 
,7. 18 (IH. dd. J=12. 0, 1.8Hz 
),7.06(1H. dd,J=8. 4, 2. IHz 
).5. 13 (2H, s).4. 22-4. 03(2 
H, in),2. 34-2. 13(2H,m). 1.9 
9-1.78(4H.m), 1. 72-1.57(1 
H,m), 1.44-1. 14(3H,in),1.2 
0, 1. 18 (6H, each s) 



MS 



286 




>9 0% (NMR) 



666 (M+1) 



IH NMR ( 5 ) ppm 

300MHz, DMS0-d6 
8. 29 (IH, s),8. 13 (IH, d, J=8 
.7Hz),7. 97 (IH, dd, J=8. 7,1 
.4Hz),7. 69-7.40(8H,m),7. 
16 (IH, dd, J=12. 0, 2.2Hz),7 
.02(lH,dd, J=8.4,2. 2Hz),5 
.15(2H. s).4.07(lH, m),3. 7 
1-3.23(2H, m), 1.98-1.71(4 
H.m), 1.71-1. 18(10H,m) 




MS 



> 9 0% (NMR) 



652 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8.29(1H, s).8. 13 (IH. d,J=8 
.0Hz),7. 97 (IH, d, J=8. 4Hz) 
,7.83(1H, s).7.68-7.41(7H 
,id),7. 17 (IH, d. J=12. OHz). 
7. 03 (IH, d, J=8. 4Hz),5. 15 ( 
2H, s),4. 07 (IH, m).3. 58-3. 
41(4H.m),2.34-2. 13(2H,m) 
, 1. 97-1. 77(8H,m), 1.71-1. 
58 (IH, m) , 1. 49-1. 18 (3H, m) 



407 



wo 03/000254 



PCT/JP02/06405 



^ 198 


mmmm^ 288 


IH NMR(6) ppm 


CI 

nUI / \ 
0 Fv \_J 


300MHz, DMS0-d6 
8. 62 (IN, ni),8.3l(lH, s),8. 
22-8. 14(2H,m),8. 99 (2H, d, 
J=8. 7Hz).7.66(lH. t,J=7.7 
Hz).7.58-7.44(5H,in),7. 19 
(IH, dd. J=8. 7, 2. 2Hz),5. 14 
(2H, s),4. ll(lH.ni),3. 67-3 
.49(2H. iii).3. 45-3. 30(2H,in 
),2. 37-2. l2(2H,in).2. 00-1 
.76(4H.m), 1.70-1. 58(lH,m 
). 1.48-1. l7(3H,m) 


>9 0% (NMR) 


MS 642 (M+l) 






mrnm^^ 289 


IH NMR(6) ppm 


CI 

HCI 

0 Fv \_J 
, ^ n^N^-OH 


400MHz, DMS0-d6 
8. 28 (IH, s),8. IKIH, d,J=8 
.9Hz),7. 96 (IH, d,J=8. 9Hz) 
,7.68(1H, s),7.62(lH,t, J= 
8. 2Hz),7. 55-7.4l(6H,m),7 
.15(lH,d.J=11.7Hz),7.02( 
IH, d, J=8. 4Hz),5. 14 (2H, s) 
,4. 12-3. 13(6H,m),2. 30-1. 
19(l3H,in) 


>9 0% (NMR) 




MS 682 (M+l) 






mmm^ 290 


IH NMR(6). ppm 


CI 

i HCI /=\ 

W 0 ^ 


400MHz, DMS0-d6 
8. 29 (IH, s),8, 15 (IH, d, J=8 
.6Hz),7. 98 (IH, d, J=8. 8Hz). 
,7, 72<1H, s),7,64(lH, t, J= 
8. 8H2),7. 57-7. 43(6H.m),7 
. 18 (IH, dd,J=12.1,2. IHz), 
7. 03 (IH, d, J=10. 7Hz),5. 12 
(2H, s),4. 15-4. 01 (IH, m) . 3 
.75-3. 33 (8H, m), 2. 31-2. 14 
(2H. m), 1.96-1. 78 (4H, in),I 
.70-1. 58(lH,in). 1.47-1.21 
(3H, m) 


>9 0% (NMR) 


MS 668 (M+l) 




408 



wo 03/000254 



PCT/JP02/06405 



^ 199 



mmm^- 291 ■ 


IH NMR(5) ppm 

400MHz, DMS0-d6 
8. 29 (IH, s),8. 14 (IH, d. J=8 
. 9Hz),7. 97 (IH, d, J=8.6Hz) 
.7.71(1H. s),7. 63(1H, t. J= 
8. 2Hz),7. 56-7. 42(6H,m), 7 
17 (IH d T=12. 3Hz) . 7. 03 ( 
IH, d, J=10. 7Hz),5. 14(2H, s 
).4. 07 (IH. m), 3. 96-3. 52(4 
H, m),2. 79-2. 56(4H,m),2.3 
2-2. 14 (2H, m), 1.97-1. 79(4 
H,m), 1.71-1. 58 (IH, m), 1.5 
1-1. 19(3H.m) 


CI 

HCI /=\ 

b ^0 


> 9 0% (NMR) 


MS 684 (M+1) 




mmm^-^ 292 


IH NMR(6) ppm 

300MHz. DMS0-d6 
9. 07-8. 99(lH,m),8. 30 (IH, 
s),8. 23-8. l2(2H,m),8. 04- 
7. 95(2H,m),7. 65(lH.t, J=8 
. 2Hz) , 7. 60-7. 45 (5H. m),7. 
19 (IH, dd, J=12. 0, 2.6Hz),7 
.06(1H, dd, J=8. 6. 2. 2Hz),5 
. 16 (2H. s),4. 18-4. 02(lH.m 
),3. 97 (2H. d, J=6.0Hz),2.3 
3-2. 14(2H,m), 1.99-1. 79(4 
H, m), 1.72-1. 59 (lH,m), 1.4 
5-1. 19(3H,m) 


CI. 

HCI /=\ 
0 F. \_J 

HO'Yv'H^_/^oO=\ 


> 9 0% (NMR) 


MS 656 (M+1) 





293 


IH NMR(6) ppm 


o 


p 


300MHz,DMS0-d6:8, 21(1H, s 
),7. 94and7. 86 (2H, ABq, J=8 
.6Hz),7. 72 (IH, d, J=2. 4Hz) 
,7. 59and7. 11 (4H. A* B' q, J= 
8. 9Hz).7. 53 (IH, dd, J=8.4, 
2.4Hz),7.38(lH, d, J=8. 4Hz 
),7. 36and7. 32 (4H, A^B^q, J 
=8. lHz),5. 07 (2H, s),4. 27 ( 
lH.brt.J=13.8Hz),2. 87 (2H 
,t, J=7. 8Hz).2. 57(2H, t. J= 
7. 8Hz),2. 35-2. 20(2H,brm) 
,1.96-1. 79 (4H, brm),1.68- 
1.59(1H, brm), 1.47-1. 18(3 
H.bnn) 




> 9 0% (NMR) 


MS 


637 (M+1) 


409 



wo 03/000254 



PCT/JP02/06405 



200 



ll»J#-§- 294 


IH NMR(6) ppm 

300MH2, DMS0-d6 

8. 30 (IH. s),8. 25and8. 03(2 

H, ABq, J=8.9Hz),7. 73(lH,s 
).7. 73 (2H. d, J=8. 6Hz).7.5 
5(1H, dd. J=8. 0, 2.3Hz).7.4 
0f4H ^) 7 "^Q^IH H T=fi HH 

z),7. 23(2H.d. J=8. 6Hz),5. 
ll(2H.s),4. 55(2H,s),4. 36 
(IH.brt. J=14. 8H2),2. 37-2 
. 19(2H,brm),2. 09-1. 96 (2H 
.brm), 1.91-1. 79(2H,brin), 

I. 71-1. 59(1H. brm), 1.50-1 
.20(3H,bnn) 


OH 

HCI )=\ 

Q \ // 


Ml^ >9 0% (NMR) 


MS 567 (M+1) 




m^m^^ . 295 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 30(1H, s).8. 25and8. 04(2 
H, ABq,J=8. 7Hz),7. 74(lH,s 
),7. 72 (2H, d.J=8. 7H2),7.5 
6(lH,d. J=8. 7Hz) , 7. 48-7. 3 
5(5H,iii),7. 22(2H, d. J=8. 7H 
z),5. 11 (2H, s),4.46(2H, s) 
,4. 35 (IH, brt, J=14. 8Hz),3 
.31(3H, s),2. 37-2. 17(2H,b 
rm).2. 07-1. 95 (2H, brm). 1. 
92-1. 79 (2H. brm), 1.73-1.5 
6(lH,brm), 1.52-1. 20(3H,b 
rm) 


0- 

^ HCI >=\ 

HO'\j'^ V-Z'^O )=\ 


> 9 0% (NMR) 


MS 581 (M+1) 



296 



mi 



MS 




> 9 0% (NMR) 



581 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 21(lH,d, J=l. 5Hz),7. 98 ( 
IH.d, J=1.2Hz),7. 97-7. 91 ( 
2H, m).7. 84 (IH, dd,J=8. 7, 1 
.5H2),7. 77 (IH. d. J=2. IHz) 
.7. 70 (IH. d, J=7. 5Hz),7.60 
-7.54(4H, m),7. 43 (IH, d.J= 
8. 4Hz).7. 09 (2H, d,J=8.7H2 
).5. 05 (2H. s),4. 25(lH,brt 
,.7=14. 8Hz), 2. 36-2. 18 (2H. 
brm), 1.95-1. 79(4H,brm),l 
. 71-1. 6(1H. brm). 1. 43-1. 1 
8(3H,brm) 



410 



wo 03/000254 



PCT/JP02/06405 



201 



mmmm^ 297 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.7(lH.brs).8.21(lH, s), 
7.94and7. 85 (2H, ABq, J=8.6 
Hz), 7. 60-7.55(3H.m),7. 49 
and7. 45(4H,A' B' q, J=8. 3Hz 
) , 7. 12 (2H, d, J=8. 7Hz) , 5. 0 
5(2H, s).4. 26(lH,brt,J=13 
.0Hz),2. 54 (3H, s).2. 38-2. 
20(2H,brm), 1.97-1. 80 (4H, 
brm), 1.71-1. 59(lH.brin), 1 
.47-1.20(3H,briD) 


CI 

0 

D > 


> 9 0% (NMR) 


MS 58304+1) 




mmm^^ 298 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 22 (IH. s),8.01(lH, s),7. 
95and7. 86 (2H, ABq, J=8. 6Hz 
).7.79(1H, d. J=7. 8Hz) . 7. 5 
8(3H, t, J=7. 5Hz),7. 53 (4H, 
s),7. 13 (2H, d, 8. 7Hz),5.15 
(2H, s),4.26(lH. brt, J=13. 
8Hz),2. 83 (3H, s),2. 37-2. 1 
8(2H.brm), 1. 95-1. 78(4H, b 
rm). 1.70-1. 59(lH.brm).l. 
47-1. 17(3H.brm) 


Cl^ 

I Q 

D ,3=0- 


>9 0% (NMR) 


MS 599 (M+1) 





299 


IH ^^MR(6) ppm 


0 


CI 

HCl >=\ 

v-N /=\ ^— \^ 

D \ 


300MHz. DMS0-d6 
8. 43-8. 16 (3H, m),8. 07-7.9 
4(2H,m), 7. 72 (2H. d. J=8. 6H 
z),7. 62-7. 49(5H.m),7. 23 ( 
2H,d, J=8. 6Hz),5. 16 (2H, s) 
,4. 34 (IH, in), 2. 39-2. 20 (2H 
,m),2. 10-1.96(2H,m), 1.93 
-1. 80 (2H, m), 1.71-1. 58 (IH 
,m), 1.49-1. 19(3H,m) 




> 9 0% (NMR) 




MS 


562 (M+1) 





411 



wo 03/000254 



PCT/JP02/06405 



$t 202 


mm&m^ 300 


IH NMR(6) ppm 


II ^ 

; 0 Q 


300MHz,DMSO-d6:2. 77(lH.b 
rs).8.83(2H,d, J=1.9Hz),8 
.56(2H, dd, J=4. 9.1.9Hz), 8 
.22(lH, d, J=l. 5Hz),7. 97(2 
H,dt,J=7. 9, 1.9Hz),7.95(l 
H. d.J=8.6Hz),7. 87 (IH, dd. 
J=8. 6, 1. 5Hz),7.57(lH, t, J 
=8. 7H2),7. 46 (2H, dd,J=7.9 
,4. 9Hz),7.26(lH, dd, J=12. 
0, 4.9Hz),7. 14 (IH, dd,J=8. 
8, 2.3Hz),6. 99 (2H, s),3. 94 
(lH,brt),2. 26-2.09(2H,m) 


>9 0% (NMR) 


MS 523 (M+l) 


,1. 87-1.73(4H,in), 1.67-1. 



mmmm^ 301 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 22 (IH. s).7. 95(lH,d, J=8 
.7Hz),7. 87 (IH. dd, J=l. 5Hz 
,9. 0Hz),7. 62 (4H, d. J=8.4H 
z). 7. 55 (IH, t, J=9. 0Hz),7. 
44 (4H, d, J=8. IHz). 7. 20 (IH 
,dd, J=2. IHz, 12. 0Hz),7. 11 
(IH, dd. J=2. IHz, 8. 7Hz),6. 
86 (IH. s),3.94(lH, m).2. 96 
,2. 88(12H, s),2. 35-2. 00(2 
H.m), 1.95-1. 70 (4H, m),1.6 
5-1. 50 (lH,m), 1.45-1. 10(3 
H.m) 


'■■ o=( 


>9 0% (NMR) 


MS 663 (M+l) 




mnm^^ 302 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 14 (IH, s),7. 88 (IH, d,J=8 
.4Hz),7.68(lH, d, J=8. 7Hz) 
.7. 64-7. 55 (3H, m),7. 50 (IH 
,t,J=8. 7Hz).7. 22-7. 17(3H 
,m),7. 11 (IH, s), 7.08-7.00 
(2H,m),3. 90 (IH, ra),2. 15-2 
.00(2H,m), 1.95-1. 50 (SH.ra 
), 1.45-1. 00 (3H,m) 


. 0 F^ 

^ h 0^ 


> 9 0% (NMR) 


MS 532 (M+l) 



412 



> wo 03/000254 



PCT/JP02/06405 



m 203 





1^ 303 


1H NMR(5) ppm 


0 


CI 


300MHz, CDC13 . 
8. 49 (IH. s),7.98(lH. dd,J= 
8. 6, 1. 5Hz) . 7. 71 (IH. d, J=l 
.8Hz),7. 66 (IH, d,J=8.6Hz) 
, 7. 55-7. 29 (7H, m) , 6. 80 (IH 
.dd, J=8. 2, 2.2H2),6. 69 (IH 
, dd, J=ll. 2, 2. 2Hz). 4. 99(2 
H, s),4. 10-3.92(lH,in),3.9 
5(3H, s).3. 15 (3H. s).3. 06 ( 
3H, s), 2. 31-2. 14 (2H, m).2. 
04-1. 86(4H.m), 1.81-1. 71 ( 
lH,in), 1.41-1. 21(3H,m) 


> 9 0% (NMR) 


MS 


640 (M+l) 





304 




MS 



>9 0% (NMR) 



608 (M+l) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8.21(1H, s),7. 94(1H, d, J=8 
.7Hz),7.84(lH,d, J=9. IHz) 
,7. 70(1H, s).7. 26-7. 39 (9H 
.m),7. 11 (2H. d, J=8.4Hz),5 
. 11 (2H, s),4. 26(lH,in),3.0 
l(3H,.s),2. 97 (3H, s),2. 38- 
2. 19(2H,m), 1.97-1. 78 (4H, 
m), 1.72-1. 57(lH,m),l. 48- 
1. 17(3H.m) 



nmm^^ 305 


IH NMR(6) ppm 


0 


■N-N /==\ 


300MHz, DMS0-d6 
8. 24 (2H. s),8. 03(lH,d, J=8 
.0Hz),7. 96(lH,d,J=8. 8Hz) 
,7.87(lH.d,J=9. lHz),7. 60 
-7. 46(6H,m),7.09(lH;dd, J 
=12. 0, 1.8Hz).6- 97 (IH. dd, 
J=8. 4, 1.8Hz),5. 16 (2H, s). 
3. 97 (IH, m), 2. 31-2. 11 (2H. 
m), 1.92-1. 73 (4H,m),l. 70- 
1.57 (IH.m), 1.46-1. 13 (3H, 
m) 


mm 


> 9 0% (NMR) 


MS 


599 (M+l) 





413 



wo 03/000254 



PCT/JP02/06405 



^204 




306 


IH NMR(6) ppm 


0 


p 


300MHz. DMS0-d6 
12. 84(lH. brs), 8.2l(lH, s) 
,7. 98-7. 84(5H.id),7.58(2H. 
,d,J=8. 7Hz).7. 54 (2H, d, J= 
7. 8Hz) . 7. 34 (IH, , d, J=8. 7H 
z),7.26(1H, d. J=2. 4Hz),7. 
13-7. 06 (3H, m),5. 06 (2H, s) 
,4. 26(lH.brt. J=12. 7H2),3 
.84(3H, s),2. 36-2. 17(2H.b 
rm), 1.99-1. 80 (4H, brm), 1. 
73-1. 59(1H, brm). 1.47-1. 1 
7(3H. brm) 


> 9 0% (NMR) 


MS 


577 (M+l) 








307 


IH NMR(6) ppm 




,0 


300MHz, DMS0-d6 
8. 22 (IH. s),8. 04 (IH, s), 7. 
96 (2H. d. J=8. lHz).7. 87 (2H 
.s).7. 72 (IH. d. J=1.2Hz). 7 
.59-7.41(7H,m).5. 12(2H.s 
).4. 25(lH.brt, J=11.8Hz), 
3.02 (3H, brs),2. 98(3H.brs 
). 2. 38-2. 15(2H,brm), 1. 93 
-1. 76(4H. brm), 1.71-1. 59 ( 
IH.brm), 1.46-1. 16(3H,brm 


MS >9 0% (NMR) 


) 


MS 


617 (M+l) 








308 


IH NMR(6) ppm 


0 




300MHz, DMS0-d6 
8. 27 (IH, s),8. 08(lH.d, J=9 
.0Hz),7. 93 (IH. d, J=8. 7Hz) 
,7. 65 (2H. d. J=8. 7Hz).7. 46 
(2H. d, J=8. lHz),7. 42(2H.d 
, J=8.4Hz),7. 30-7. 04(5H.ra 
),5. 03 (2H, s),4. 32(lH,m), 
2. 40-2. 10(2H,m),2. 05-1. 1 
0(8H,m) 


^S > 9 0% (NMR) 




MS 


552 (M+l) 




414 



wo 03/000254 



PCT/JP02/06405 



205 



mmm-^ 309 


IH NMR(6) ppm 

300MHz. DMS0-d6 

8. 33 (IH. s).8. 15and7. 99(2 

H, ABq, J=8. 9Hz) , 7. 84and7. 
59 (4H. A' B' q, J=8. 3Hz),7.4 
6(2H, d,J=8. 4Hz),7. 22-7.1 
6(3H,m), 7.01-6. 98 (2H, m), 
4. 27and4. 23 (2H, A'B'q, J=l 
2. 9Hz),3. 78 (3H, s),2. 39-2 
.21(2H, brm), 2. 07-1. 95 (2H 
,brm), 1.91-1. 80 (2H, brm), 

I. 72-1. 59(lH,brm), 1.49-1 
. 17(3H.brm) 


0 ' 


^ Q 

CI 




>9 0% (NMR) 


MS 




mnmm^ . 310 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 33 (IH, s),8. 09and7. 95(2 
H, ABq, J=8. 7Hz) , 7. 87and7. 
71(4H, A' B' q, J=8. OHz) , 7. 4 
3(2H, d, J=7. 8Hz) , 7. 15 (IH, 
d, J=8. 7Hz) , 7. 07-7. 02 (4H. 
ra),4. 66 (2H, s),4. 23(lH,br 
t,J=11.8Hz),3. 76 (3H, s),2 
.38-2. 20(2H,brm),2.04-l. 
93 (2H, brm), 1. 89-1. 79 (2H, 
brm), 1.70-1. 59(lH.brm),l 
.49-1. 18(3H,brm) 


0 ' 


HCI 

CI 


>9 0% (NMR) 


MS 


615 (M+l) 






311 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 30 (IH, s), 8. 2 lands. 01(2 
H.ABq, J=8. 7Hz),7.65(2H,d 
,J=8. 4Hz),7. 52-7,41(6H,m 
),7. 20 (IH, d,J=8. 4Hz),7. 1 
4(1H, d,J=2. 7Hz),6.97 (lH, 
dd,J=8. 4, 2. 4Hz),4.31(lH, 
brt, J=9. 8Hz),4.28(2H, s), 
3. 78 (3H, s), 2. 37-2. 20 (2H, 
brm). 2. 07-1. 95 (2H, brm), 1 
. 92-1. 80 (2H, brm), 1.71-1. 
60(1H, brm), 1.50-1. 19 (3H, 
brm) 


0 


Cl^^ 

Q 


USt >9 0% (NMR) 


MS 


583 (M+l) 



415 



wo 03/000254 



PCT/JP02/06405 



m 206 




312 


IH NMR(6) ppm 


0 


O ii 

OH 


300MHz. DMS0-d6 
8. 22 (IH, s),8.12(lH, d, J=8 
.4Hz),8. 00-7. 84 (6H, m),7. 
70 (4H, d. J=8. 4Hz),7. 56 (IH 
,t, J=8.6Hz),7. 23(lH,d, J= 
12. 0Hz).7. 13 (IH, d, J=8.6H 
z),6. 97 (IH. s),3.92(lH,m) 
,2. 35-2. 00 (2H, m), 1.95-1. 
70 (4H, m), 1. 65-1.55(lH,m) 
, 1.50-1. 05 (3H.m) 




> 9 0% (NMR) 




MS 


609 (M+1) 








313 


IH NMR(fi) ppm 




0 Q 


300MHz, DMSG-d6 
8. 89 (IH, brs),8. 63(1H, brs 
),8. 24 (IH, s),8, 11 (IH, d, J 
=7. 8Hz),7. 99(lH,d. J=8. 8H 
z),7. 89(lH,d, J=9. 9Hz),7. 
61-7. 55(4H,m),7.43(2H,t, 
J=7. 7Hz),7. 34(lH,t, J=7. 2 
Hz), 7. 24 (IH, d, J=12. GHz), 
7. 14(lH,d, J=8. 6Hz),6. 95 ( 
IH, s),3. 96 (IH, m),2. 35-2. 
05(2H,in),2. 00-1. 50(5H, m) 
, 1.45-1. 10 (3H. m) 


^ >9 0% (NMR) 


MS 


522 (M+1) 








314 


IH ^JMR(6) ppm 


0 


CI 


300MHz, CDC13 

8.48(lH;d, J=1.4Hz),8. 05 ( 
IH, d, J=l. 8Hz) , 8. 98 (IH, d, 
J=8. 6Hz),7. 82(lH,d, J=7. 9 
Hz),7.66(lH, d, J=8. 6Hz),7 
.55-7. 24 (6H, m),6. 78(lH.d 
d, J=8. 6, 2. 6Hz),6. 69(lH.d 
d, J=11.6Hz),2. 2Hz),6.40- 
6. 30 (IH, m),4. 99 (2H, s),4. 
02(lH,m),3. 95 (3H, s),3.05 
(3H, d, J=4. 8Hz) , 2. 32-2. 13 
(2H,m),2. 03-1. 87 (4H. m).l 
. 81-1. 71 (lH,m), 1.46-1. 23 
(3H.m) 




> 9 0% (NMR) 


MS 


626 (M+1) 
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mmm^_^ 503 


IH NMR(6) ppm 


0 


300MHz, DMS0-d6 
8. 23 (IH. s),7. 76 (IH, d.J=8 
. 7Hz) , 7. 58 (IH, d, J=8. 8Hz) 
,7.51-7. 32(7H,m),7. 17(2H 
,d, J=8. 7Hz),6. 55 (IH, s).5 
. 18 (2H, s),4. 75(lH,m),2.3 
5-2. 12(2H.ni),2. 10-1.85(4 
H, m), 1.80-1. 50 (2H,m) 


>9 0% (NMR) 




MS 412 (M+1) 





701 




> 9 0% (NMR) 



MS 



568 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 96 (IH, s),8. 50 (IH, s),7. 
77 (2H, d, J=8. 7Hz),7. 50-7. 
40 (4H, m),7.30(lH, d, J=8. 4 
Hz), 7. 24(lH, d, J=2. 4Hz),7 
. 16 (2H, d. J=8. 4Hz),7. 06(1 
H, dd, J=2. 4Hz, 8. IHz) , 5. 06 
(2H, s),4. 31(1H, s),3.,83(3 
H, s),2. 80-2. 55(2H,k),2.0 
0-1. 80 (4H.m), 1.70-1.55(1 
H, m), 1,40-1. 15(3H,m) 
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315 




MS 



> 9 0% (NMR) 



538 (M+l) 



IH NMR(5) ppm . 

300MHz, DMS0-d6 

8. 84(2II,d, J=6.3Hz);8.28(lH 

. s). 8. 17and7. 99(2H, ABq, J=8 

.7Hz),7.87-7.85(3H.m).7.70 

-7,50(3H,ni), 7. 52(1H, d, J=8. 

3Hz) . 7. 18 (2H. d. J=8. 7Hz) , 5. 

22(2H,s)4.3l(lH,br 

t, J=12. 5Hz), 2. 36-2. 18 (2H, m 

).2. 03-1.78(4H.m). 1.70-1.5 

8(lH,iii).1.50-1.23(3H.in) 



mt&m^^- 316 


IH NMR(6) ppm 


CI 

0 HCI >=x 


300MHz, DMS0-d6 

9. 23 (IH, t, J=6. 3Hz) , 8. 29 (IH, 

s) , 8. 25-8. 22 (2H, m) . 8. 03 (2H. 

d, J=7. 9H2) . 7. 55-7. 48 (5H, m) 7 

. 34 (4H, d, J=4. 4Hz) . 7. 28-7. 22 

(3H, ni),5. 15(2H. s).4.52(2H,d 

, J=5.9Hz),4. 35(lH,br 

t. J=12. IHz), 2. 37-2. 18 (2H, m) 

, 2. 08-1. 95 (2H,id), 1.91-1. 79 ( 

2H,in),l. 

72-1.59(lH.m). 1.47-1. 19(3H, 

m) 


Mil > 9 0% (NMR) 


MS 670 (M+l) 






•mwm^ 317 


IH NMR(6) ppm 


CI 

0 HCI >=\ 


300MHz, DMS0-d6 
8.59(lH.t,J=5.5Hz),8.28(lH, 
s) . 8. 21and8. 01 (2H, ABq. J=8; 8 
Hz) , 8. 16 (IH, s) , 7. 97and7. 46 ( 
2H. A' B' q, J=8. OHz) . 7. 71and7. 
23 (4H. A'B'q, J=8. 7Hz) . 7. 53an 
d7. 49 (4H, A" B" q, J=9, 2Hz) , 5 
. 14 (2H. s).4. 34 (IH. br 
t. J=12. 8Hz), 3. 14(2H, t, J=6. 3 
Hz). 2. 38-2. 18 (2H, id).2. 07-1. 
78 (4H, ra) . 1. 78-1. 47 (7H. m) . 1. 
47-1. 07(6H, m) , 1. 03-0. 83 (2H, 
m) 


^ > 9 0% (NMR) 


MS 676 (M+l) 
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209 



MS 



318 




H 



> 9 0% (NMR) 



671 (M+1) 



IH NMR(§) ppiD 

300MHz. DMSO-dB 9. 63 
(lH,t. J=4.8Hz),8.86and7.97( 
4H.ABq. J=6.6Hz.),8. 30 (IH. s), 
8. 27 (IH, s) , 8. 23and8. 03 (2H, A 
' B" q, J=8. 8Hz) , 8. 09and7. 54 (2 
H. A'B'q. J=8. IHz) , 7. 73and7. 2 
4 (4H, A" B" q, J=8. 8Hz) , 7. 54a 
nd7. 52 (4H, A'^B^'q, J=8. BHz) , 
5. 16 (2H. s) 4. 78 (2H, d. J=5. 6Hz 
),4.35 (lH,br 

t, J=l 1. OHz) , 2. 39-2. 19 (2H, m) 
,2. 07-1. 96(2H.ni). 1.91-1. 78 ( 
2H, m) . 1. 70-1. 57 (IH. m) 1. 50-1 
.19(3}|,id) 



%mmm-^ 319 


IH NMR(5) ppm 

300MHz, DMS0-d6 

8. 28 (IH, s) , 8. 24and8. 03 (2H, A 

Bq,J=9.0Hz),7.77(lH, s),7. 70 

(2H, d. J=8. 4Hz) , 7. 64-7. 10 (13 

H.iD).5.16(2H,s).4.74and4.57 

(total 2H, each br 

s),4. 34 (IH, br 

t, J=11.7Hz),2. 90 (3H, s),2.35 
-2.17 (2H, id) , 2. 07-1. 93 (2H, m) 
.1. 93-1. 78(2H,id), 1.71-1. 57 ( 
IH, m), 1.51-1. 19 (3H.IB) 


0 HCI >=\ 


> 9 0% (NMR) 


MS 684 (M+1) 




mmmm^ 320 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 94and8. 06 (4H, ABq, J=6. 8Hz) 
. 8. 33 (IH, s) . 8. 28and8. 05 (2H, 
A' B" q, J=8. 7Hz).7.80(lH.s),7 
. 73and7. 22 (4H. A'B'q, J=8. 7Hz 
) , 7. 63and7. 57 (2H. A*' B"' q, J= 
7.9Hz),5.30(2H, s),4. 34(lH,b 

t,J=12. lHz).3.04(3H, s).2. 97 
(3H. s),2.38-2.18(2H,ni),2.l0 
-1. 96 (2H, m) . 1. 93-1. 80 (2H. m) 
,]. 72-1. 58(IH,ni),l. 52-1. 08( 
3H,m) 


Q 2HCI ,N=\ 

\ ^ Q \ 


> 9 Qo/o (NMR) 


MS 575 (M+1) 
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mmm^ 321 


IH NMR(6) ppm 


r\ 2HCI )=\ 


3OOMH2, DMS0-d6 
11.19(1H, br 

s).8. 31 (IH. s),8. 23arid8. 02(2 
H,ABq,J=9.0Hz),7.77aH, s),7 
, 72and7. 23 (4H, A' B' q, J=8. 7Hz 
) , 7. 59and7. 48 (2H, A'B'q, J=7. 
9Hz) . 7. 53and7. 51 (4H, A" B" q 
, J=9. OHz) . 5. 16 (2H, s) . 4. 72-2 
.97(8H,br m) ,4. 34(1H, br 
t, J=12. IHz) . 2. 79 (3H, s) , 2. 38 
-2. 17(2H,m).2.07-1.93(2H. m) 
, I.93-1.78(2H,m), 1.69-1. 58 ( 
1H,ib), 1.50-1. 10(3H,ib) 


>9 0% (NMR) 


MS 663 (M+1) 





MS 



322 




> 9 0% (NMR) 



671 (M+1) 



IH NMR( 5 ) ppm 

300MHz, DMS0-d6 
9. 54(1H, t, J=5. 7Hz) , 8. 91 (IH, 
s),8.81(lH,d. J=4. 9Hz).8. 48 ( 
lH.d.J=7.9Hz),8. 32 (IH, s),8. 
27 (IH. d, J=9. OHz) , 8. 25 (IH. s) 
. 8. 07-7. 97 (3H. m) , 7. 74and7. 2 
5(4H. ABq. J=8. 9Hz) , 7. 56-7. 49 
(5H, m) , 5. 16 (2H, s) , 4. 69 (2H. d 
, J=5.6Hz),4. 36(IH, br 
t, J=12. 4Hz) , 2. 37-2. 20 (2H, m) 
,2. 09-1.97 (2H,in), 1.91-1. 78( 
2H, m). 1.70-1. 57 (lH,m), 1.50- 
1. 17(3H,in) 



323 




MS 



> 9 0% (NMR) 



671(M+I) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
9.52(1H. t, J=6. OHz), 8.72 (IH, 
d, J=5. 3Hz) , 8. 30-8. 19 (4H, m) , 
8. 08 (IH, d, J=7. 9Hz) , 8. 02 (IH, 
d, J=7.6HZ),7.77-7.64(4H, m), 
7.57-7.49(5H,m),7.24(2H, d, J 
=8. 7Hz),5. 16(2H.s).4.77(2H, 
d.J=5. 6Hz),4. 34(lH.t. J=I2.8 
Hz), 2. 36-2. 19(2H,m),2. 07-1. 
95(2H,m). 1.91-1. 78 (2H,n).l. 
69-1. 59<1H, m) , 1. 45-1. 20 (3H, 
m) ■ 
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324 




mm 



MS 



>9 0% (NMR) 



662 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8.36(1H. d.J=7.9Hz).8. 30 (IH. 
s) , 8. 28and8. 05 (2H. ABq, J=8. 8 
Hz), 8. 16 (IH. s).7.79and7. 46 ( 
2H. A" B' q. J=8. 3Hz) , 7. 74and7. 
25 (4H, A*B'q, J=8. 9Hz) , 7. 52an 
d7.50(4H.A"B"q.J=8.7Hz),5 
. 14(2H. s).4. 36(lH,br 
t, J=12. lHz).3.80(lH.br 
s),2.39-2.18(2H,in), 2. 10-1.9 
8(2H,ni). 1.93-1. 57 (8H.ni),1.4 
9-1.04(8H,m) 



325 




MS 



>9 0% (NMR) 



685 (M+1) 



IH NMR(5) ppm 

300MHz, DMSO-dS 

8. 86 (IH. t, J=6. OHz) , 8. 84and8 
. 00 (4H, ABq. J=6. 6Hz) , 8. 33 (IH 
. s) , 8. 27and8. 04 (2H, A* B' q, J= 

9. OHz). 8. 12 (IH, s),7.92and7. 
46 (2H, A^B^q, J=7. 9Hz). 7. 74an 
d7. 23(4H, A'"B'"q.J=9.0Hz).7 
. 53aiid7. 49 (4H. A'"'B'"q. J=9. 1 
Hz), 5. 13 (2H. s).4. 36(lH,br 

t, J=12. 8Hz).3. 70 (2H. td. J=6. 
8, 6. OHz), 3. 21 (211, t, J=6. 8Hz) 
.2. 38-2. 20 (2H, in),2. 09-1.95( 
2H,m), 1.91-1. 77 (2H,in). 1.70- 
1.59(lH,m). 1.49-1. 20 (3H,in) 



326 




MS 



>9 0% (NMR) 



610 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 80(1H, brs),8. 23(1H, s),7. 
90 (IH, d. J=8. 7H2) , 7. 83 (IH, d. 
J=8. 7Hz) , 7. 60-7. 50 (oH, m) , 7. 
39 (2H, d.J=7.8Hz).7. 23-7. 10 ( 
3H. m) , 7. 05 (IH, d, J=7. 8Hz) . 6. 
85 (IH, s),3. 94 (IH, s),2. 97.2. 
88(6H.s).2. 30-2. 10(2H,id),1. 
90-1 . 50 (5H, 111) , 1. 40-1 . 00 (3H, 
m) 
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327 


IH NMR(6) ppm 


0 


-N >=\ 

t> 0 

F 


p 

OH 


300MHz, DMSa-d6 
13. 20-12. 60 (2H. brs), 8. 23 (IH 
, s; , 7. 98 uH, d, J=D, oHz; , 7. 95 
(IH, d, J=8. 7Hz),7.87(lH, dj- 

ft IUtS 7 70—7 t^n^CU 7 97 

-7. 20 (3H. m) , 7. 08 (IH. d. J=7. 8 
Hz) , 6. 90 (IH, s) , 3. 93 (IH, s) , 2 
. 51-2. 05 (2H, m) . 1. 90-1. 70 (4H 
.m),l. 65-1. 55 (1H,ib), 1.40-1. 
10(3H.m) 


>9 0% (NMR) 




MS 


583 (M+1) 
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o « 




R 


R' 


2001 


-H 


4-(-Me) 


2002 


-H 


3-(-CFa) 


2003 


5-(F) 


-H 


2004 


3-(-F) 


2-(-F) 


2005 


3-(-F) 


3-(-F) 


2006 


3-(-F) 


4-(-F) 


2007 


4-(-F) 


4-(-F) 


2008 


5-(-F) 


4-(-F) 


2009 


6-(-F) 


4-(-F) 


2010 


4-(-F) 


4-(-Cl) 


2011 


5-(-F) 


4-(-Me) 


2012 


5-(-F) 


4-(-CF3) 


2013 


5-(-F) 




2014 


5-(-F) 




2015 


5-(-F) 


4- 


2016 


5-(-F) 


4-(-C01SIH2) 


2017 


5-(-F) 


4-{-CON(Me)2} 


2018 


5-(-F) 


4-(-0Me) 


2019 


5-(-F) 


4(-SMe) 


2020 


5-(-F) 


( ^' ^ 
\ —S-Me / 

4- 


2021 


5-(-F) 


(-S-Me) 
4-0 ^ 


2022 


4-(-Cl) 


-H 


2023 


4-(-Cl) 


4-(-F) 
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2024 


4-(Cl) 


4-(-CD 


2025 


4-(-CD 


4-(-Me) 


2026 


5(0) 


4-(-CFa) 


2027 


4-(-CD 


4-(-C02H) 


2028 


5-(-CD 


4-(-C02Me) 


2029 


O V \jV 




2030 


4-(-CD 


4-(-C0NH2) 


2031 


5-(-Cl) 


4-{-CON(Me)2} 


2032 


5-(-Cl) 


3-(-0Me) 


2033 


4-(CD 


4-(-SMe) 


2034 


5-(-CD 


^ ^ 

V — S— Mp / 

4- 


2035 


4 V 


r ^ \ 

I —S-Me 1 
4- 0 ^ 

4 


2036 


5-(-CN) 


4-(-F) 


2037 


4-(-C]SD 


4-(-CD 


2038 


5-(-N02) 


4-(-F) 


2039 


4-(-N0a) 


4-(-C]) 


2040 


5-(-Me) 


4-(-C02H) 


2041 


5-(-Me) 


4-(-C02Me) 


2042 


6-(-Me; 




2043 


5-(-CF3) 


4-(-C02H) 


2044 


5-(-CFa) 


4-(-C02Me) 


2045 


5-(-CF3) 


/ fi / — \ \ 
4.( O) 


2046 


5-(-C02H) 


4-(-F) 


2047 


4-(-C02H) 


4-(-CD 


2048 


5-(-C02Me) 


4-(-F) 


2049 


5-(-C02Me) 


4-(Cl) 


2050 


5-(-Ac) 


4-(-F) 


2051 


5-(-Ac) 


4(-CD 


2052 


(-i«0) 

5- 


-H 
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2053 


5* 


4(-F) 


2054 


5* 


4-(-CD 


2055 


AO) 

0" 


4-(-c^D 


2056 


5* 


4-(-N0a) 


2057 


A^D) 

5- 


4(-Me) 


2058 


/ 9, /— \ \ 

. ( O) 


4-(-CF3) 


2059 




4-(-Ac) 


2060 


5" 


4-(-C02H) 


2061 


. ( O) 

0" 


4-(-C02Me) 


2062 


,.(^0) 




2063 




4-(-C0NHa) 


2064 


5" 


4-{-CON(Me)2} 


2065 


,(-0) 


4-{-C(=NH)NH2} 


2066 


5- 


4-(-0Me) 


2067 


✓ 0 J V V 

,(-0) 




2068 


5" 


4-(-NHMe) 




0" 




2070 


0" 


(-N-S-Me) 
4- " 0 ^ 
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2071 




4-(-SMe) 


2072 




V— S-Ue/ 

4- ■ 


2073 


, (^KZ>) 


/ fix 
(-g-Me) 

4- 0 


2074 


/ ?i r-\\ 

,.(^0) 


4- 0 


2075 


5" 


1 " .... V I 

|-S-N(Me)2 1 

y1. 0 


2076 


5-(-CONH2) 


-H 


2077 


5-(-CONH2) 


4-(-F) 


2078 


5-(-CONH2) 


2,3,4,5,6-penta(-F) 


2079 


5-(-C0NHi) 


2(-CD 


2080 


5-(-CONH2) 


3-(-CD 


2081 


3(-CONH8) 


2-(-CD 


2082 


3-(CONH2) 


3-(-C]) 


2083 


3-(-CONH2) 


4-(-CD 


2084 


4-(-CONH2) 


2-(-CD 


2085 


4-(-C0NHi) 


3-(-ca) 


2086 


4-(-C0NHa) 


4-(-Cl) 


2087 


6-(-C0NH2) 


2-(-Cl) 


2088 


6-(-C0NHa) 


3-(-Cl) 


2089 


6-<-CONH2) 


4-(-Cl) 


2090 


5-(-CONH2) 


3.5-di-(-CD 


2091 


5-(-CONH2) 


4-(CN) 


2092 


5-(-CONH2) 


4-(N02) 


2093 


5-(-CONH2) 


4-(-Me) 


2094 


5-(-CONH2) 


2,6-di-(-Me) 


2095 


5-(-CONH2) 


4-(-CF3) 


2096 


5-(-CONH2) 


4-(-Ac) 


2097 


5-(-C0NH!i) 


4-(-C02H) 


2098 


5-(-CONH2) 


4-(-C02Me) 


2099 


5-(-CONH2) 


4- 


2100 


5-(-C0NHa) 


4-(-CONH2) 
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2101 


5-(-CONH2) 


3,6-di-(-CONHi) 


2102 


5-(-CXDNHj) 


4-{-CON<Me)2j 


2103 


5-(-C0NHa) 


4-{-C(=NH)NHa} 


2104 


5-(-CONH2) 


4(-0Me) 


2105 


5-(-C0NHi^ 


3.4,5-tri-(-OMe) 


2106. 


5-(-C0NHa) 


/ ^ 1 — \ \ 


2107 


5-(-CONH2) 


4-(-NHMe) 


2108 


5(-CONH2) 


4-(-NHAc) 


2109 


5-(-C0NHa) 


(-N-I-Me) 
4- "0 


2110 


5-(-CONH2) 


4-(-SMe) 


2111 


5-(-CONH2) 


4- 


2112 


5-(-CONH2) 


S-Me ) 
4- 0 


2113 


5-(-CONH2) 


^ n 


2114 




\ — S~N(Me), \ 
4- 0 


2115 


6-{-CON(Me)2} 


-H 


2116 


5-{-CON(Me)2j 


4-(-F) 


2117 


4-{-CON(IV[e)2} 


4-(-CD 


2118 


6-{-C0N(Me)j!} 


4-(-CN) 


2119 


5-{-CON(Me)2} 


4-(-N02) 


2120 


5-{-CON(Me)2} 


4-(-Me) 


2121 


4-{-CONCMe)2} 


4-(-CF3) 


2122 


5{-CON(Me)2} 


4-(-Ac) 


2123 


5-{CON(Me)2} 


4-(-C0dD 


2124 


5-{-CON(Me)2} 


4-(-C02Me) 


2125 


5{-CON(Me)2} 


f \ r-\\ 

4' 


2126 


5-{-CONClVIe)2) 


3-(-CONH2) 


2127 


4-{-CON(Me)2} 


4-{-CON(Me)2} 


2128 


5-{-CONCMe)2} 


4-{-C(=NH)NH2} 
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2129 


5{-CON(Me)2} 


4-(-0Me) 


2130 


5-{-C0N(Me)a 




2131 


5-{-CON(Me)2} 


4-(-NHMe) 


2132 


5{-C0N(Me)s!j 


4(-NHAc) 


2133 


5-{CON(Me)2} 


I — N-S-Me ) 

^ H n ^ 
4- 0 


2134 


4-{CON(Me)2> 


4-(-SMe) 


2135 


5-{-CON(Me)2} 


/ 0 \ 
\ —S-Me ) 

4- 


2136 


4-{-CON(Me)2} 




2137 


5-{-CONClVle)2> 


4- 0 


2138 


5-{-CON(Me)2} 


/ 1 

1 "~§~M(Me)2 f 
4- 0 




5-(-0Me) 


-H 




5-(-0Me) 


4-(-F) 


91 Al 


3-(-0Me) 


4-(-Cl) 


91 A9 


4-(-0Me) 


4-(-Cl) 


91 4^ 


5-(-0Me) 


2-(-CD 


91 44 


5-(-0Me) 


3-(-Cl) 


91 4S 


6-(-0Me) 


4-(-Cl) 


91 4fi 


6-(-0Me) 


4-(-CN) 


91 47 


5-(-0Me) 
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4-(-Cl) 


2502 


4-{-CON<Me)2} 


3,5-di-(-Cl) 


2503 


4-{-C(=NH)NH2} 


4-{-C(=NH)NH2} 




4-(0Me) 


4-(-0Me) 


2505 


4-(-0Me) 


3,4,5-tri(-OMe) 


2506 


^ (_o-ch1-n3 ) 




2507 


4-(-NHMe) 


4-(-lSIHMe) 



445 
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^-(-NIIAc) 


4-(-NIIA<!) 


2509 


4- " 


( N S He^ 

4- " 


25)0 


4(-SMiO 


4-(-SMo) 


251 1 


( 

\ — S-Me / 


( 

\— S-Mey 

4- 


2512 


4 0 


( S Me ) 
4- 0 ^ 


2513 


/ ^ ^ 

4- 0 


/ ^ 


2514 


4- 0 


{ S N(Me), } 
4- 0 
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^ 216 



F 

^ 4 3 R 




R 


R' 


2515 


-H 


•H 


2516 


2-(-P) 


3-(-P) 


2517 


3-(-Cl) 


3-(-CD 


2518 


3-(-CN) 


3-(-C^D 


2519 


3(-N02) 


3-(-N0!i) 


2520 


3-(-Me) 


3-(-Me) 


2521 


3(-CF3) 


H-CFa) 


2522 


3-(-Ac) 


3-(-Ac) 


2523 


3-(-C02H) 


3-(-C02H) 


2524 


3-(-C02Me) 


3-(-C02Me) 


2525 


3- 




2526 


3-VCONH2) 


3-v*C0NHa) 


2527 


3-vCuNH2) 


3-vr; 


2528 


3-(-CONH2) 


3-(-Cl) 




3-{-CON(Me)2} 


3-{-CON(Me)2} 




3-{-CON(Me)2} 


3-(-F) 


2531 


3-{-CON(Me)2> 


3-(-C0 


2532 


3-{-C(=NH)NH2} 


3-{-C(=NH)NH2} 


2533 


8-(-0Me) 


3-(-0Me) 


2534 


_^ (-O-chI-Q ) 


3.(-°-'"^-^0 ) 


2535 


3-(-NHMe) 


3-(-NHMe) 


2536 


3-(-NHAc) 


3-(-lSIHAc) 


2537 


(-N-§-He) 
3- " 0 


(-N-S-Me) 
3- " 0 


2538 


3-(-SMe) 


3-(-SMe) 



447 



wo 03/000254 PCT/JP02/06405 



2539 


3- 


3- 


OCT An 

2540 


1 C— Mo 1 

3- 0 


3- 0 


2541 


3- 0 


0 


2542 


{-§-N(Me), ) 


|-S-N(Me)2 1 

Q. 0 
0 


2543 


3-(F) 


4-(-F) 


2544 


. 4-(-Cl) 


4-(-CD 


2545 


4-(-CN) 


4-(-CN) 


2546 


4-(-N02) 


4-(-N02) 


2547 


4-(-Me) 


4-(-Me) 


2548 


4-(-CF3) 


4-(-CF3) 


2549 


4-(-Ac) 


4-(-Ac) 


2550 


3-(-C02H) 


4-(-C02H) 


2551 


4-(-C02Me) 


4-(-C02Me) 


2552 


4 


4 


2553 


4-(-CONH2) 


4-(-CONH2) 


2554 


4-(-CONH2) 


4-(-F) 


2555 


4-(-CONH2) 


4-(-Cl) 


2556 


3-{-CON(Me)2> 


4-{-CON(Me)2} 


2557 


3-{-CON(Me)2} 


4-(-F) 


2558 


4-{-CON(I\4e)2} 


4-(-CD 


2559 


4-{-C(=NH)NH2} 


4-{-C(=NH)NH2} 


2560 


4-(-0Me) 


4-(-0Me) 


2561 




/ 0 /-^ \ 


2562 


4-(-NHMe) 


4-(-NHMe) 


2563 


4-(-NHAc) 


4-(-NHAc) 


2564 


(-N-S-He) 

4. " 0 
4 


(—N-'i-He) 


2565 


4-(-SMe) 


4-(-SMe) 


2566 




(-S-Be) 

4- 
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2567 


(-S-He ) 
4- 0 


(-§-«e) 
4- 0 


2568 


/ ^ 

4-^0 


/ ^ N 

4- 0 ^ 


2569 


,0 ^ 
i -S-NOSe)^ \ 
4- 0 


{-|-N(He)2 } 
4- 0 ■' 
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Py: h'Di^jum 




Py 


R' 


2570 


3Py 


-H 


2571 


3-Py 


3-(-F) 


2572 


3-Py 


3-(-CD 


2573 


3-Py 


3-(-Me) . 


2574 


3-Py 


3-(-CFa) 


2575 


3-Py 


3-(-Ac) 


2576 


3-Py 


3-(-C02H) 


2577 


3-Py 


3-(-C02Me) 


2o78 


3-Pv 


3-^ "-^^ 


2579 


3Py 


3-(-CONH2) 


2580 


3-Py 


3-fCON(lV[e)2} 


2581 


3-Py 


4-(-F) 


2582 


3-Py 


4-(-Cl) 


2583 


3Py 


4-(-Me) 


2584 


3-Py 


4-(-CF8) 


2585 


3-Py 


4-(-Ac) 


2586 


2-Py 


4-(-C0iH) 


2587 


3-Py 


4-(-C0aMe) 


2588 


3-Py 


4- 


2589 


4-Py 


4-(-CONH2) 


2590 


3-Py 


4-{-CON(Me)2} 
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Py: K-yt^^uS 




Py 


R' 


2591 


.3-Py 


-H 


2592 


3Py 


3-(-F) 


2593 


3Py 


3-(-Cl) 


2594 


3Py 


3-(-Me) 


2595 


3-Py 


8-(-CF3) . 


2596 


3-Py 


3-(-Ac) 


2597 


3-Py 


3-(-C02H) 


2598 


3-Py 


3-(-C02Me) 


2599 


3-Py 


3- 


2600 


3Py 


3-(-CONH2) 


2601 


3-Py 


3-{-CON(Me)2} 


2602 


3-Py 


4-(-F) 


2603 


3-Py 


4-(-Cl) 


2604 


3-Py 


4-(-Me) 


2605 


3-Py 


4-(-CF3) 


2606 


3-Py 


4-(-Ac) 


2607 


3-Py 


4-(-C02H) 


2608 


3-Py 


4-(-C02Me) 


2609 


3-Py 


4- 


2610 


3Py 


4-(-C0NH2) 


2611 


3Py 


4-{-CON(Me)2} 
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mmm^^- 328 


IH NMR ( 6 ) ppm 


CI 

A ^ 0 


300MHz, DMS0-d6 
8. 29(1H. s).8. 23(lH,d, J=9.0 
Hz), 8. 02 (IH, d, J=8. 4Hz),7.8 
0(1H, s),7. 71(2H,d, J=8. 4Hz) 
.7.61(lH,d, J=9. 3Hz).7. 55-7 
.45(3H, m).7.46(2H. d. J=8. IH 
z).7. 22 (2H, d. J=8. 7Hz),5. 16 
(2H,s,).4. 34(1H, in),4. 20-3. 
40 (4H, m), 2. 60-2. 15(6H. in),2 
. 10-1. 90 (2H. m). 1.85-1.70(2 

H, ni), 1.65-1. 55 (1H,id), 1.50- 

I. 10(3H.m) 


> 9 0% (NMR) 


MS 662 (M+1) 





mmm^-^ 329 . 


IH NMR(d) ppm 


cr 

Q HCI /=\ 


400MHz, DMS0-d6 
9. 80 (IH, brs),8. 32 (IH, s),8.3 
0(1H. d, J=8. 8Hz),8.06(lH, d, J 
=8. 8Hz) , 7. 74 (2H. d, J=8. 6Hz) , 
7.48-7. 37 (4H, in). 7. 22 (IH, d,J 
=8. 6Hz),7. 17 (IH. d, J=8.2Hz). 
7.05(1H. d, J=2. 3Hz),6, 88 (IH, 
dd. J=8. 3, 2. 5Hz),5. 04 (2H. s), 
4. 37 (IH, in),2. 37-2. 22 (2H, m), 
2. 11-1. 98(2H,ni), 1.93-1.81(2 
H,in). 1. 70-1.58(lH,in), 1.56-1 
.22(3H, in) 


>9 0% (NMR) 


MS 553 (M+1) 





mmm^^, 330 


IH NMR(6) ppm 


CI 

0 HCI >=\ 


300MHz. DMS0-d6 
8. 38 (IH. d, J=7. 5Hz),8. 32 (IH, 
s).8. 29(lH.d. J=9. 0Hz).8. 16 ( 
IH, s),8. 05(lH.d. J=9.0Hz).7. 
96 (IH, d, J=7. 5Hz),7.75(2H, d, 
J=8. 4Hz),7. 53-7. 43 (5H, in),7. 
25 (2H, d, J=8. 4Hz),5. 13 (2H, s) 
,4. 36(lH,m),4. 12 (IH, sept,J= 
6. 9Hz) , 2. 40-2. 15 (2H, m) , 2. 10 
-1.95(2H,in), 1.90-1. 75 (2H,m) 
. 1. 70-1. 55 (lH.in), 1.50-1. 20( 
3H.in),l. 18 (6H, d,J=6.6Hz) 


> 9 0% (NMR) 


MS 622 (M+1) 




452 
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331 




MS 



>9 0% (NMR) 



636 (M+1) 



IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 31 (IH. s) , 8. 27 (IH, d, J=8. 7H 
z) , 8. 05 ( IH, d, J=8. 7Hz) , 7. 75- 
7.41(9H, ni),7.23(2H, d, J=8. 7H 
z),4.36(lH, m),4.00-3.90(lH. 
m) . 2. 84 (3H, brs) , 2. 40-2. 15 (2 
H. m).2. 10-2. 00 (2H, m), 1.95-1 
.75(2H,ai), 1.70-1. 55 (IH, m), 1 
.50-1.00(7H.id) 



mmm^^ 332 


IH NMR(6) ppm 

300MHz, DMS0-d6 
10.42(1H, s),8. 29(lH,s),8.27 
(IH, s),8. 10(lH,d. J=7.9Hz),8 
.03(1H, d,J=8.6Hz),7. 82(2H,d 
, J=7. 5Hz),7. 73 (2H, d, J=8. 7Hz 
) , 7. 56-7. 52 (5H, m) , 7. 38 (2H, t 
. J=7. 9Hz) . 7. 26 (2H, d, J=8. 7Hz 
),7. 13(1H, t, J=7.5Hz),5.20(2 

H, s),4. 35 (IH, br 

t, J=l 1. 7Hz) . 2. 37-2. 19 (2H, m) 
,2. 07-1. 96 (2H, m), 1.92-1. 79 ( 
2H.ni). 1.69-1. 58 (lH.in), 1.50- 

I. 20(3H.ni) 


CI 

Q HCI /=\ 


>9 0% (NMR) 


MS 656 (M+l) 




nmm^^- . 333 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 30 (IH, s) . 8. 24and8. 03 (2H. A 
Bq. J=8. 8Hz) , 7. 71and7. 22 (4H, 
A' B' q, J=8. 8Hz),7.69(lH. s),7 
. 52 (4H, s) , 7, 50and7. 43 (2H, A" 
B'q. J=7. 7Hz). 5. 15 (2H. s)4. 35 
(IH, br 

t, J=12. IHz) , 4. 05-3. 15 (5H, br 
m) . 3. 27 (3H, s) , 2. 39-2. 20 (2H, 
in),2. 07-1.75(6H,in). 1.70-1.5 
8(1H. 111)1.55-1. 20(5H,Bi) 


CI. 

■ 0 HCI >=\ 


>9 0% (NMR) 


MS 678 (M+l) 
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wo 03/000254 



U 221 



PCT/JP02/06405 



334 




m 



MS 



>9 0% (NMR) 



61i(M+l) 



IH NMR( 6) ppm ^ 

300MHz. DMS0-d6 
8. 22(lH,d.J=l. 5Hz).8.01(lH, 
d,J=9.0Hz).7. 89(lH. dd;j=8.6 
,1.5Hz),7.61(2H.a,J=8.6Hz), 
7.50-7.39(4H.m),7.27(m, d. J 
=8. 6Hz),7.22(lH. dj=2.6llz). 
7. 13 (2H, d. J=8.6Hz).7.04(lH, 
dd, J=8. 2, 2.6Hz),5;04(2H.s). 
4. 28(lH,iD),4.11(2H,t,J=6.3H 
z),3.57(2H, t,J=6. 3Hz),2.38- 
2. 17(2H,ni),2.00-1.79(6H,iD), 
1. 70-1. 59(lH.ni). 1. 52-1. 16(3 
H.m) 



m 



MS 



335 




>9 0% (NMR) 



597 (M+1) 



IH NMR(8) ppm 

300MHz, DMS0-d6 
8.30(1H, d,J=1.5Hz),8. 27 (IH, 
d,J=9.0Hz),8.04(lH,dd,J=8.6 
,1.5Hz),7. 72 (2H, d,J=9.0Hz). 
7.60-7. 40(4H,in),7. 32-7. 19(4 
H. in),7. 06 (IH. dd, J=8.6. 3.0Hz 
).5. 08 (2H, s),4. 36 (IH, ni),4. 0 
6(2H, t, J=4.8Hz),3. 74 (2H. t,J 
=4. 8Hz).2. 38-2. 19 (2H, in), 2.1 
3-1.97(2H,ni),1.94-1.78(2H,ra 
). 1.72-1. 59 (IH, in), 1.52-1. 
20(3H,in) 



454 
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^2 2 2 



#^ 


HCV^V y 
PW^ttl Ceo C^M] 


#^ 


Hc v^Ky ^ 7—-^ 


340 


0.017 


360 


0.014 


341 


0.025 


361 


0. 028 


342 


0.015 


362 


0. 020 


343 


0.017 


363 


0. 11 


344 


0. 016 


364 


0. 12 


345 


0. 012 


365 


0.020 


346 


0.025 


366 


0. 024 


347 


0.022 


367 


0. Oil 


348 


0. 013 


368 


0. 024 


349 


0. 021 


369 


0.022 


350 


0.020 


370 


0.017 


351 


0. 019 


371 


0. 015 


352 


0. 013 


372 


0. 033 


353 


0. 023 


373 


0. 013 


354 


0.013 


374 


0.013 


355 


0.015 


375 


0- 012 


356 


0.016 


376 


0.014 


357 


0. 019 


377 


0. 012 


358 


0.017 


378 


0.018 


359 


0. 015 


379 


0.021 
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^2 2 3 



mmm 




#^ 


MSttI Cso luMl 


380 


0.023 


409 


0.020 


381 


0. Oil 


410 


0.018 


382 


0. 015 


411 


0. 015 


383 


0. 013 


412 


0.019 


384 


0. 016 


413 


0. 026 


385 


0. 019 


414 


0. 024 


386 


0. 018 


415 


0. 019 


387 


0.025 


416 


0. 024 


388 


0.020 


417 


0. 029 


389 


0. Q12 


418 


0.016 


390 


0. 014 


419 


0. 021 


391 


0. 017 


420 


0.015 


392 


0. 014 


421 


0. 017 


393 


0. Oil 


422 


0. 017 


394 


0. 019 


423 


0.017 


395 


0. 016 


424 


0. 020 


396 


0.025 


425 


0.026 


397 


0. 037 


426 


0. 053 


398 


0. 077 


427 


0.020 


399 


0. 032 


428 


0. 026 
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^2 2 4 



mmm 




mmm 
## 


HCVdf yp«7— ^ 


429 


0. 017 


455 


0. 015 


430 


0. 017 


456 


0.017 


431 


0. 015 


457 


0.015 


432 


0.022 . 


458 


0.015 


433 


0. 014 


=459 


0,014 


434 


0.011 


460 


0. 017 


435 


0.012 


461 


0. 021 


436 


0. 026 


462 


0.028 


440 


0. 070 


463 


0. 026 


442 


0. 024 


464 


0. 030 


443 


0. 030 


465 


0. 033 


445 


0. 33 


466 


0. 023 


446 


0.016 


467 


0.032 


447 


0.12 


468 


0. 028 


448 


0.20 


469 


0. 024 


449 


0. 025 


502 


0. 024 


450 


0. 040 


503 


0. 196 


451 


0. 031 


601 


0. 32 


452 


0. 028 


701 


0. 052 


454 


0.013 
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341 




MS 



o ^ 



> 9 0% (NMR) 



662 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 29(lH,d, J=1.5Hz),8. 25(lH 
,d, J=8. 7Hz).8.03(lH, dd, J=8 
. 7Hz) , 7. 72and7. 22 (4H. Abq, J 
=8.8H2),7.67(lH,d.J=1.5Hz) 
.7.52(4H. s).7.49(lH, dd.J=7 
.9, 1.5Hz),7. 43(1H, d,J=7.9H 
z),4. 46(lH.brs),4. 35(lH,br 
t, J=12. 4Hz),3. 62(lH,brs),3 
.06(lH.brs).2. 79(lH,brs).2 
. 38-2: 20 (2H, bm) , 2. 08-1. 81 
(4H, brm), 1. 77-1. 52(4H. brm) 
, 1. 46-1. 20 (3H, brm), 1. 19-1. 
00 (2H, brm) , 0. 94and0. 92 (tot 
alSH. each s) 



mmmm-^ 342 


IH NMR(6) ppm 
300Mz, DMS0-d6 

8. 28 (IH, d, J=1.5Hz),8. 26 (IH, 
d, J=1.8Hz).8. 19 (IH, d,J=8.8H 
z),8. 07 (IH, dd, J=7. 7, 1.8Hz), 
8.00(1H, dd.J=8. 8, 1.5Hz),7. 7 
0and7. 22 (4H, Abq, J=8. 8Hz) . 7. 
56-7. 50 (IH. m) , 7. 56 (4H. s) , 5. 
17 (2H, s) , 4. 33 (IH, brt, J=12. 5 
Hz), 2. 05 (3H, s),2. 37-2. 20 (2H 
,brin),2. 06-1. 80 (4H, brm), 1. 7 
0-1. 60 (IH, brm). 1. 50-1. 20 (3H 
, brm) 


CI. 

• 0 > 


>9-0% (NMR) 


MS 679 (M+1) 
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IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 20 (IH, d, J=1.5Hz).7.93(lH. 
d. J=8.6Hz),7.84(lH,dd. J=8.3 
Hz. 1. 5Hz) . 7. 57 (2H, d, J=8. 6Hz 
) , 7. 50-7. 40 (4H. m) , 7. 27 (IH, d 
, J=8. 2Hz) , 7. 22 (IH, d, J=2. 6Hz 
),7. 10 (2H, d, J=8.6Hz)7.01(lH 
, dd, J=8. 6Hz, 2. 6Hz) , 5. 02 (2H, 
s),4. 89(2H,s),4. 78 (IH. d,J=4 
. IHz) , 4. 38-4. 18 (IH, m) , 3. 96- 
3.81(lH,iii),3.78-3.62(2H,in), 
3. 27-2. 99 (2H, ro), 2. 35-1. 15(1 
4H,m) 


Cl 

0 ^ 


> 9 0% (NMR) 


MS 694 (M+1) 



458 
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344 




MS 



>9 0% (NMR) 



611 (M+1) 



IH NMR ( 6 ) ppm 

300MHz, DMS0-d6 
8. 30(1H, s) . 8. 23 (IH, d, J=8. 7H 
z),8.02(lH, d, J=8.4Hz),7.71( 
2H, d,J=8. 7Hz),7.55-7. 15 (8H, 
m) , 7. 07 (IH, dd. J=8. 4Hz, 3. OHz 
),5. 07 (2H. s),4. 35(lH,in),4. 1 
7 (2H, t, J=4. 5Hz) , 3. 69 (2H, t, J 
=4. 5Hz) , 3. 32 (3H, s) , 2. 40-2. 1 
5(2H, m),2. 10-1.80(4H,m), 1.7 
5-1. 60 (IH. m) , 1. 50-1. 20 (3H, m 
) 



mmm*ii- 345 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 29 (IH, d, J=i. 5Hz) , 8. 22 (IH, 
d, J=8. 7Hz) , 8. 01 (IH, d, J=8. 7H 
z).7. 70(lH,d, J=,8.7Hz).7.50- 
7.15(8H, in),7.07(lH, dd,J=8.4 
Hz, 2. 4Hz),5. 07 (2H. s),4. 35(1 
H,id),4. 17(2H,t, J=4.2Hz),3.7 
6(2H, t, J=4. 5Hz) , 3. 65-3. 40(4 
H, m) , 3. 25 (3H, s) , 2. 40-2. 20 (2 
H, m) , 2. 10-1. 80 (4H, m) , 1. 75-1 
. 65 (lH,Bi), 1.65-1. 20 (3H,m) 


0- 


>9 0% (NMR) 


MS 655 (M+1) 




mmm^^ 346 


IH NMR(6) ppm 
300MZ. DMS0-d6 

8. 26 (IH, d, J=1.9Hz),8. 23 (IH, 
d. J=l. 5Hz) , 8. 08-8. 02 (2H, m) , 
7.91(1H, dd, J=8. 7, 1.5Hz),7.6 
3and7. 16 (4H, Abq, J=8. 9Hz) , 7. 
56-7.51(5H,m),5. 15(2H,s),4. 
29 (IH, brt. J=ll. 7Hz) , 2. 96(2H 
,d.J=6.9Hz),2. 37-2. 12(3H,in) 
,2. 00-1. 79 (4H, brm), 1.71-1. 6 
0(1H, brm) 1. 49-1. 19(3H. brm). 
0. 97and0. 95(total6H, each s) 


CI 


> 9 0% (NMR) 


MS 621 (M+1) 



459 



wo 03/000254 



227 



PCT/JP02/06405 



nmm^^ 347 


IH NMR(6) ppm 
300MZ. DMS0-d6 

8. 26 (IH. s),8. 22 (IH, s),8.06( 
IH, s),8. 05 (IH, d,J=8.0H2),7. 
94and7. 85 (2H, ABq. J=8. 8H2) , 7 
. 59and7. 15(4H, A' B' q, J=8. 6Hz 
),7.52(4H, s),7. 44 (IH, d. J=8. 
OHz), 5. 12(2H. s),4. 27(lH,brt 
, J=l 1. 4Hz) , 2. 38-2. 18 (2H, bnn 
). 1.97-1. 77 (4H. brm), 1.70-1. 
59 (IH, brm) , 1. 49-1. 17 (3H, bnn 
) 


CI 


^sfi^ > 9 0% (NMR) 


MS 634 (M+1) 




mmm^'^ 348 


IH NMR(6 ) ppm 

300MHz, DMS0-d6 
8. 32 (IH. s) , 8. 29 (IH, d, J=9. OH 
z) , 8. 06 (IH, d, J=8. 7Hz) , 7. 74 ( 
2H, d, J=9. OHz) , 7. 72 (IH. brs) , 
7. 60-7. 45 (5H. m) . 7. 42 (IH, d, J 
=7. 8Hz) , 7. 24 (2H. d, J=8. 7Hz) . 
5. 15 (2H. s) , 4. 37 (IH. m) . 4. 00- 
3. 10(6H.in),2.40-2. 18(2H,m), 
2. 15-1. 95 (2H. m) , 1. 90-1. 80(2 
H,m), 1. 75-1.20(6H,m) 


Cl, 

HCI >=\ 
^''''XY''><y''Z}=\ OH 


>9 0% (NMR) 


MS 680 (M+1) 





349 


IH NMR(6) ppm 


0 


Cl 

"° Q 


300MHz, DMS0-d6 
8.41(1H, d, J=1.5Hz),8. 33 (IH, 
d, J=l. 5Hz) , 8. 26 (IH, d, J=8. 7H 
z),8. 18 (IH, dd, J=2. OHz, 8. OHz 
),8. 04(lH,dd.J=1.5Hz, 9.0Hz) 
,7.75(2H, d,J=8.7Hz).7.63(lH 
,d. J=8. lHz).7.62-7.45(4H.m) 
, 7. 26 (2H, d, J=8. 7Hz) , 5. 25 (2H 
,s),4. 35 (IH, ni),2. 45 (3H, s),2 
.40-2.18(2H.m),2. 15-1. 95 (2H 
,ra),1.90-1.80(2~H,m), 1.75-1. 
55(lH,ni), 1.50-1. 20 (3H, m) 


> 9 0% (NMR) 


MS 


619 (M+1) 




460 



wo 03/000254 



PCT/JF02/06405 



^228 



lllfe^J#^ 350 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 36 (IH. d, J=7. 7Hz) , 8. 29 (IH. 
s),8. 23(lH,d,J=8.8H2),8.02( 
IH, d, J=8. 6Hz) . 7. 94 (IH, d, J=7 
.9Hz),7. 84 (IH, d,J=1.6Hz),7. 
80-7. 65 (3H. m) , 7. 53 (4H, s) , 5. 
15 (2H, s),4.34(lH.m),4. 12 (IH 
, m) , 2. 35-2. 20 (2H. m) , 2. 10-1. 
60 (5H, m), 1.50-1. 20 (3H.id),1. 
17(6H. d, J=6. 5Hz) 


CI 

0 HCI /=\ 


>9 0% (NMR) 


MS 622 (M+1) 




mmmm^ 351 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 29 (IH. s),8. 24 (IH, d. J=8.8H 
z),8. 02 (IH, d, J=8.6Hz),7.80- 
7. 65 (3H, m) . 7. 55-7. 45 (5H. m) , 
7. 32(lH.d,>1.5Hz), 7. 22 (2H; 
d,J=8.8Hz),5. 13(2H.s),4. 35 ( 
IH, m) , 3. 60 (2H, m) , 3. 33 (2H, m) 
,2. 40-2. l5(2H.ni),2. 10-1. 15 ( 
14H. m) 


01 

s "° Q 


>9 0% (NMR) . 


MS 648 (M+1) 



mmmm^ 352 


IH NMR(6) ppm 


01 

^1 OH 


300MHZ, DMS0-d6 
13. 20(1H, brs) , 8. 30-8. 24 (2H, 
m),8. 13 (IH, s),8.04(lH,d. J=8 
.7Hz).7.94(lH, d,J=8.0Hz),7. 
75-7. 70 (3H. m) , 7. 55-7. 43 (5H, 
m).7. 25 (2H, d, J=8. 7Hz).5. 13 ( 
2H, s),4. 36(lH,m),3. 53(2H, s) 
, 2. 40-2. 18 (2H, m) , 2. 15-1. 95 ( 
2H. m) . 1. 90-1. 80 (2H. m) . 1. 75- 
1.55(lH,ni). 1.50-1. 20 (9H, m) 


> 9 0% (NMR) 




MS 652 (M+1) 




461 



wo 03/000254 



PCT/JP02/06405 



^229 







353 


IH NMR(6) ppm 


0 

HO f If 


CI, 

2HCI >=\ 

\J 


300MHz, DMS0-d6 
8.41(1H, s).8. 33-8. 29 (2H, m). 
8 16(1H d J=8. 2Hz). 8. 07(1H. 
d. J=8. 6Hz) , 7. 77 (2H, d, J=8. 7H 
z) , 7. 62 (IH, d. J=8. OHz) , 7. 59- 
7. 51 (4H, m) . 7. 28 (2H. d. J=8. 8H 
z),5.2l(2H. s),4. 56 (2H, s),4. 
37 (IH, m) , 2. 40-2. 18 (2H, m) , 2. 
15-1. 95 (2H. m) . 1. 90-1. 80 (2H, 
m), 1. 75-1. 55(lH,in). 1.50-1. 2 
0(9H,id) 


m 


0% (NMR) 






MS 


634 (M+1) 







354 




MS 



> 9 0% (NMR) 



664 (M+1) 



IH NMR(5) ppm 

300MHz, DMS0-d6 
8.31(1H, s),8. 25 (IH, d, J=9. OH 
z),8.03(lH,d, J=8. 7Hz).7. 76- 
7.71(3H, m), 7. 51-7. 47 (5H, m). 
7. 33 (IH, s) , 7. 23 (2H, d. J=9. OH 
z).5.14(2H. s),4.36(lH,m),4. 
02(lH.ni),3. 75 (IH, iii),3. 56 (IH 
, m) , 3. 22 (2H, m) . 2. 40-2. 18 (2H 
, m) , 2. 15-1. 95 (2H, m) , 1. 90-1. 
55(5H.m). 1.50-1. 20 (5H,m) 



355 




MS 



> 9 0% (NMR) 



624 (M+1) 



1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 62 (IH, t, J=5.7Hz),8. 32-8.3 
0(2H.m),8. 25 (IH. d,J=8. 7Hz), 
8. 03(lH,d. J=8.7Hz),7. 96 (IH, 
d,J=8. lHz),7. 86(lH,s),7. 75 ( 
IH, d, J=9. OHz) , 7. 72 (2H. d, J=9 
. OHz) . 7. 55-7. 50 (4H, m) . 7. 22 ( 
2H, d, J=9. 0Hz),5.17(2H.s),4. 
35 (IH, m) . 3. 52 (2H, t, J=6. OHz) 
, 3. 36 (2H. t, J=6. OHz) , 2. 40-2. 
18(2H,ni),2. 15-1.95(2H,iii), 1. 
90-1. 80(2H.m), 1.75-1. 55 (IH, 
m), 1.50-1. 20 (3H,m) 



462 



wo 03/000254 



PCT/JP02/06405 



230 



356 




MS 



>9 0% (NMR) 



671 (M+l) 



IH NMR(6) ppm 
300Uz, DMS0-d6 

9. 30 (IH, t, J=5. 9Hz) , 8. 54 (2H, 
d, J=5. 9Hz) , 8. 22 (IH, s) , 8. 02- 
7. 79 (5H. m) . 7. 59and7. 12 (4H, A 
Bq. J=8. 6Hz),7. 55 (4H. s),7. 37 
(2H. d, J=5. 9Hz),5. 15 (2H, s),4 
.54(2H,d, J=5.7Hz),4. 26(lH.b 
rt. J=12. BHz) , 2. 36-2. 18 (2H, b 
rm) . 1. 97-1. 78 (4H. brm) , 1. 70- 
1.60(lH,bnn), 1.47-1. 17(3H,b 
nn) 



MS 



357 




> 9 0% (NMR) 



608 (M+l) 



IH NMR(6) ppm 
300M2, DMS0-d6 

8.31(lH,d.J=1.5Hz).8. 43 (IH, 
d, J=8. 4Hz) . 8. 03 (IH, dd. J=8. 4 
.1.5Hz),7. 74 (IH, d,J=8.1Hz), 
7. 73and7. 23 (4H, ABq, J=9. OHz) 
,7. 54-7. 51 (5H. ra),7. 37(lH,d, 
J=1.8Hz),5. 14(2H. s).4. 36(1H 
. brt, J=12. IHz) . 2. 98 (6H, brs) 
, 2. 37-2, 20(2H, brm). 2. 08-1. 8 
1 (4H, brm) , 1. 70-1. 60 (IH. brm) 
, 1. 50-1. 21 (3H, brm) 



358 




MS 



Ji^9 0% (NMR) 



635 (M+l) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 33 (IH. s).8.31(lH, d. J=8. 7H 
z).8. 14 (IH, s).8.07(lH. d.J=8 
.7Hz),7. 92 (IH. d, J=8.0Hz),7. 
76 (2H, d.J=8. 7Hz),7.52-7. 40 ( 
5H.m),7.31-7.26(3H,m).5. 15 ( 
2H,s).4. 37(lH,m),2.40-2. 18 ( 
2H, m) , 2. 15-1. 95 (2H, m) , 1. 90- 
1.80(2H, m), 1.75-1.55(lH,m), 
1.50-1. 20 (3H.m) 



463 



wo 03/000254 



PCT/JP02/06405 



^231 


mmm^- 359 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.31(1H, s),8. 25(lH,d,J=8.7H 
z),8. 10-7.90(2H.id),7.82(1H, 
dd. J=7. 8Hz. 1. 8Hz) , 7. 72 (2H, d 
. J=9. OHz). 7. 63 (IH. d, J=8. IHz 
),7.23(2H, d, J=9.0Hz),5.25(2 
H, s) , 4. 34 (IH, m) , 3. 65-3. 50 (I 
H, m) . 3. 20-3. 05 (2H. id) , 2. 90-2 
.75(2H. iii),2. 40-2. 15(2H,ib),2 
. lO-l. l0(l2H.m) 


0 

0 


> 9 0% (NMR) 


MS 700 (M+1) 




mmmn^ 36o 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 33 (IH, s) , 8. 30 (IH. d. J=8. 5H 
z).8. 06 (IH. d, J=10. IHz), 8. 80 
-8. 65 (3H, m) , 8. 60-8. 45 (3H, m) 
,7. 42 (IH, d, J=7.8Hz),7.35-7. 
15 (4H. ra) , 5. 15 (2H, s) , 4. 36 (IH 
.m),3.01,2. 97(6H,s).2.40-2. 
15 (2H, ni),2. 10-1.75(4H,id), 1. 
70-1. 55 (IH, m) , 1. 50-1. 20 (3H, 
m) 




> 9 0% (NMR) 


MS 592 (M+1) 



361 




MS 



> 9 0% (NMR) 
592 (M+1) 



IH NMR(6) ppm 

300MHz, DMSD-d6 
8. 35-8. 20 (2H, m) , 8. 05 (IH, d, J 
=8. 7Hz) . 8. 80-8. 65 (3H, m) , 7. 6 
0-7. 40 (3H, m) , 7. 40-7. 30 (5H, m 
).5. 17(2H,s),4. 35(lH,m),3.0 
1,2. 97 (6H, s),2. 40-2. 15(2H.in 
),2. 10-1. 80(4H,m). 1.70-1. 20 
(4H.ni) 



464 



wo 03/000254 



PCT/JP02/06405 



^ 232 



362 




MS 



>9 0% (NMR) 



614 (M+1) 



IH NMR(6) ppin 

300MHz, DMS0-d6 
8. 33 (IH, s), 8. 29(lH,d, J=8. 7H 
z) . 8. 06 (IH, d, J=8. 7Hz) , 7. 79 ( 
2H, d. J=9. OHz) , 7. 76 (IH, d. J=9 
.0Hz),7. 60(lH, d,J=8. lHz).7. 
53 (IH. dd. J=l. 7Hz. 8. OHz) . 7. 3 
5 (2H, d, J=8. 7Hz) , 6. 85-6. 80 (2 
H.m).5. 29(2H. s),4. 38(1H,di), 
3. 01. 2. 96(6H, s) . 2. 40-2. 18(2 
H. in),2. 15-1.95(2H.m), 1.90-1 
.80(2H,in), 1.75-1. 55 (lH,m), 1 
.50-1.20(3H,m) 



MS 



363 



HCI 




>9 0% (NMR) 



586 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 28 (IH, d. J=l. 3Hz) , 8. 20-8. 1 
0 (2H, m) , 8. 98 (IH, d, J=8. 6Hz) , 
7. 90-7. 80 (2H, m)., 7. 75 (2H, d. J 
=8. 7Hz), 7. 36 (2H, d, J=8. 7Hz) , 
7.04(lH,d. J=1.3Hz),5. 35 (2H. 
s),4. 36 (IH. iD).2.39(3H. s),2. 
35-2. 15 (2H. m), 2. 05-1. 75 (4H. 
m), 1. 70-1. 60(1H.id), 1.50-1. 2 
0(3H,id) 





364 


IH NMR(6) ppm 


0 


HCI 


300MHz. DMS0-d6 
8.31(1H.s).8. 26 (IH, d, J=8. 7H 
z),8. 13 (IH, s),8.04(1H, d,J=9 
.GHz), 7. 90-7. 70(4H,in),7. 65 ( 
IH, s),7.39(2H,d,J=9.0Hz),5. 
37 (2H. s) , 4. 38 (IH. m) , 2. 40-2. 
20(2H,ni),2. 15-2. 00 (2H, m), 1. 
95-1.80(2H,Di).l. 75-1. 60 (IH, 
m), 1.50-1.20(3H,ni) 




> 9 0% (NMR) 




MS 


604 (M+1) 





465 



wo 03/000254 



PCT/JP02/06405 



^233 





365 


IH NMR(6) ppm 


o 


CI 


300MH2, DiB0-d6 
8.28(1H. s).8. 23(lH,s).8. 17 < 
IH. d.J=8.7Hz).8.00(2H, t. J=6 
.9Hz),7. 69 (2H. d, J=8. 4Hz) , 7. 
60-7. 45 (5H, m) . 7. 21 (2H, d, J=8 
. 4Hz), 7. 05 (IH. s)5. 19 (2H, s), 
4. 33 (IH. m),2.41 (3H. s),2.40- 

1. 70-1. 60(lH,in), 1.50-1.20(3 
H.m) 


>9 0% (NMR) 




MS 


618 (M+1) 





mmm^^ see 


IH NMR(6) ppm 


0 


CI 

HCI /=\ 

/=^ \_ 

o 


300MHz, DMS0-d6 
8. 26(lH,s),8. 17 (IH, s),8. ll( 
IH, d. J=8.7Hz),7. 95 (2H. d, J=9 
.6Hz),7. 70-7.40(8H,id),7. 19 ( 
2H.d, J=8.4Hz),5. l8(2H,s),4. 
30(lH,m).2. 51(3H. s).2.40-2. 
15 (2H. m) , 2. 05-1. 80(4H. m) , 1. 
75-1. 60 (IH. m) , 1. 50-1. 20 (3H, 
m) 




> 9 0% (NMR) 




MS 


634 (M+1) 







367 


IH NMR (.6) ppm 


0 


HCI % 


300Mz, DMS0-d6 

8. 42(lH,d, J=1.9Hz),8. 30 (IH, 
J= l.SHz),8. 27 (IH, d. J=8. 7H2 
),8. 18 (IH, dd,J=7. 9, 1.9Hz),8 
.04(1H, dd, J=8. 7, 1.5Hz). 7. 75 
and7. 29 (4H. ABq, J=8. 9Hz) 7. 63 
(IH, d. J=7.9Hz),5. 23(2H. s).4 
. 36 (IH. brt, J=12. 3Hz)2. 37-2. 
20 (2H, brm) , 2. 08-1. 80 (4H, bnn 
),1. 71-1. 60(lH.brm), 1.51-1. 
21(3H,brm) 




> 9 0% (NMR) 




MS 


605 (M+1) 




466 



wo 03/000254 



PCT/JP02/06405 



^ 234 



mnm^w 368 


IH NMR(6) ppm 
SOOMz, DMS0-d6 

8.30(lH,d,J=1.5Hz).8. 25<1H, 
d, J=8. 6Hz) , 8. 04 (IH, dd, J=8. 6 
, 1. SHz) , 7. 93and7. 67 (4H. ABq, 
J=8. IHz) . 7. 80 (IH, d, J=2. 2Hz) 
, 7. 72and7. 21 (4H, A' B' q. J=8. 6 
Hz) , 7. 60 (IH, dd, J=8. 1, 2. 2Hz) 
, 7. 44 (IH, d, J-o. IHz), 5. lo WH 
,s),4. 34(lH,brt, J=11.7Hz),2 
. 37-2. 19 (2H, brm), 2. 09-1. 80 ( 
4H, brm) , 1. 72-1. 60 (IH, brm) , 1 
.50-1. 21 (3H. brm) 


\ 

HCI /\ 

0 


>9 0% (NMR) 


MS 562 (M+1) 




m^m^^ 369 


IH NMR(6) ppm 
300Mz, DMS0-d6 

8.30(1H, d, J=1.5Hz).8. 25 (IH. 
d, J=8. 6Hz), 8. 16and7. 72 (4H. A 
Bq,J=8.4Hz).8. 13(1H, dd, J=8. 
6, 1.5Hz).7.80(lHd,J=2.2Hz), 
7. 70and7. 24 (4H, A' B' q, J=8. 8H 
z),7. 61 (IH, dd,J=8.1,2.2Hz), 
7.48(1H, d,J=8. IHz). 5. 17 (2H, 
s),4. 33(lH,brt,J=12. IHz), 2. 
36r2. 18 (2H. brm) , 2. 08-1. 77 (4 
H, brm), 1. 69-1. 57 (IH, brm), 1. 
49-1, 17(3H.brm) 


N' NH 

HCI >=\ . 


>9 0% (NMR) 


MS 605 (M+1) 




^mmm^ 370 


IH NMR(6) ppm 

300MHz, DMS0-d6 
l0.94(lH.brs),8. 33(lH,s),8. 
27 (IH, d,J=8. 7Hz),8. 04 (IH. d. 
J=8. 7Hz) , 7. 74 (2H, d, J=8. 4Hz) 
,7. 56-7. 29 (6H, m),7. 23(2H,d, 
J=8. 7Hz),7. 13 (IH. d.J=8.7Hz) 
,5. 08 (2H. s),4.51(2H,brs).4. 
36 (IH, m) , 3. 94 (IH, brs) . 3. 75- 
3. 00 (6H, m), 3. 20-1. 20(14H, m) 




*>fiS >9 0% (NMR) 


MS 680 (M+1). 



467 



wo 03/000254 



PCT/JP02/06405 



^ 235 



mmifm^ 371 


IH NMR(6) ppm 


^ HCI 


300MHz, DMS0-d6 
8. 31(1H, d, J=1.5Hz),8. 17(1H, 
d, J=9. GHz) . 7. 99 (IH, dd, J=8. 7 
Hz, 1. 4Hz) , 7. 70-7. 55 (2H, m) , 7 
.50-7. 30(6H.m),7. 19 (IH, dd.J 
=12.0Hz, 2.2Hz).7.06(lH. dd.J 
=8. 6Hz. 2. 2Hz) . 5. 08 (2H, 4. 10 ( 
IH, in),3.68(2H.brt, J=5. 2). 2. 
50 (2H, brt. J=l. 8Hz) , 2. 30-2. 1 
0 (2H, m) , 2. 00-1. 75(8H, m) , 1. 7 
0-1. 55 (IH. id), 1. 50-1.20(3H,in 
) 


> 9 0% (NMR) 


MS 652 (M+1) 







372 


IH NMR(6) ppm 


0 


Cl 

p ri 


300Mz, DMS0-d6 

8. 29 (IH, d, J=1. 5Hz).8. 11 (IH. 
d, J=8. 6Hz) , 7. 96 (IH. dd, J=8. 6 
,1. 5Hz),7. 89 (IH. s).7. 78and7 
. 56 (4H, ABq, J=8. 4Hz) , 7. 69 (IH 
,s),7.66(lH,t, J=8.8Hz),7.31 
(lH,dd, J=12. 1,2. 2Hz).7. 18(1 
H, dd, J=8. 8. 2. 2Hz) , 5. 37 (2H, s 
),4.08(lH.brt,J=11.0H2),3.0 
2 (3H, s) , 2. 96 (3H. s) , 2. 31-2. 1 
4 (2H, brm) , 1. 95-1. 77 (4H. brm, 
) 1. 69-1. 59(31H, brm), 1. 46-1. 
18(3H,bnn) 


>9 0% (NMR) 


MS 


626 (M+l) 








373 


IH NMR(6) ppra 


2HCI CI 

9 F. O 

V-NH2 
OH 


300MHz, DMS0-d6 
11.40(lH,brs),9. 25(2H.brs), 
8. 29 (IH, d, J=1.3Hz),8. 12-8.0 
9(2H, id).7. 96 (IH, d, J=8. 7Hz). 

7. 88(1H, dd, J=l. 8Hz, 8. IHz) . 7 
.67-7. 63 (2H. in),7.56(2H, d. J= 

8. 7Hz). 7. 51 (2H, d, J=8. 7Hz), 7 
. 17(lH,d, J=12.0Hz),7.05(lH, 
d. J=8.6Hz),5. 16 (2H, s),4.05( 
IH, m) , 2. 40-2. 10 (2H, m) . 2. 00- 
1. 75(4H,m), 1.70-1, 55 (lH,m). 
1.50-1. 20 (3H, id) 


>9 0% (NMR) 


MS 


613 (M+l) 





468 



wo 03/000254 



PCT/JP02/06405 



m 236 



mmm^^ 374 


IH NMR(6) ppm 


CI 

Q HCI >=\ 


300MHz. DMS0-d6 

13. 21 (IH. brs), 8. 31 (IH. d. J=l 

IH, d, J=8.7H2),7.94(1H. dd, J= 
1 ftH7 R OU9) 7 70-7 ^^CfiH m 

!• OnZ| O* \Jl\£*/ f t * iVf 1 » UO \UJi, liJ 

),7. 17 (IH, d, J=12. OHz), 7. 05 ( 
IH d T=8 6Hz) 5 20 (2H s) 4 
09(lH,ni),2. 40-2. 10 (2H, ni),2. 
00-1. 75 (4H, m) , 1. 70-1. 55 (IH. 
m), 1.50-1. 20 (3H,ib) 


>9 0% (NMR> 




MS 639 (M+1) 






mmmm^- . 375 


IH NMR(6) ppm 


CI. 

HCI >=\ 


300MHz, DMS0-d6 
8. 32(lH,d,J=1.5Hz),8. 23(1H, 
d, J=l. 5Hz). 8. 19(1H, d, J=9. OH 
z) . 8. 03-7. 98 (2H, m) , 7. 68 (IH, 
t, J=8. 4Hz), 7. 60 (IH, d, J=8. IH 
z) . 7. 56 (2H, d. J=9. 3Hz) , 7. 53 ( 
2H, d, J=9. OHz) , 7. 22 (IH. dd, J= 
2. IHz, 12. OHz) , 7. 09 (IH, dd, J= 
2. IHz, 8. 4Hz) . 5. 21 (2H, s).4. 1 
2 (IH, m) , 2. 40-2. 10 (2H, m) , 2. 0 
0-1. 75 (4H, m) , 1. 70-1. 55 (IH. m 
). 1.50-1. 20(3H,in) 


> 9 0% (NMR) 


MS 658 (M+1) 






mmmm^ 376 


IH NMR(6) ppm 


HCI ^'w 


300MHz, DMS0-d6 
13. 61 (IH, brs) , 8. 34-8. 30 (2H, 
m) . 8. 21 (IH, d. J=8. 7Hz) , 8. 07 ( 
IH. dd. J=1.8Hz, 8. IHz), 8. 02(1 

H, dd,J=1.5Hz, 8. 7Hz),7.69(lH 
, t, J=8.4Hz),7. 57-7. 49 (5H, m) 
,7. 22 (IH, dd,J=2. 7Hz, 12. OHz) 
,7.09(1H, dd, 3=2. 4Hz,9.0Hz), 
5. 19 (2H, s),4. 12(1H, in).2. 40- 
2. 10(2H,in),2. 00-1, 75(4H, m). 

I. 70-1.55(lH.in), 1.50-1.20(3 
H.m) 


> 9 0% (NMR) 


MS 655 (M+1) 
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237 



377 




MS 



> 9 0% (NMR) 



638 (M+1) 



IH NMR(6) ppm 
300Mz, DMS0-d6 

8. 60 (IH, d, J=4. 5Hz) , 8. 29 (IH, 
d. J=l. 5Hz), 8. 14(1H. d. J=8. 9H 
z),8. 13 (IH, d, J=1.5Hz),7.98( 
IH. dd. J=8. 9. 1. 5Hz), 7.94 (IH, 
dd.J=8. 1. 1.5Hz). 7. 64(lH,t,J 
=8. 7Hz) , 7. 52and7. 49 (4H, ABq. 
J=9. OHz) , 7. 46 (IH, d, J=8. IHz) 
,7. 18 (IH, dd.J=12. 1,2. 3Hz),7 
.05(1H, dd, J=8;7,2.3Hz),5. 13 
(2H,s),4. 08(lH,brt,J=12. IH) 
. 2. 95-2. 84 (IH. m) , 2. 31-2. 14 ( 
2H. brm) . 1. 97-1. 78 (4H, bra) . 1 
. 72-1. 59 (IH. brm), 1. 47-1. 21 ( 
3H.bnn). 0. 76-0. 58(4H.m) 



MS 



378 




>9 0% (NMR) 



652 (M+1) 



IH NMR(6) ppm 
300MZ, DMS0-d6 

8. 77(lH,d,J=1.4Hz),8.30(lH. 
d,J=1.4Hz),8. 16 (IH, d,J=1.8H 
2),8. l3(lH,d. J=8.4Hz).7.98( 
2H, dd, J=8. 4, 1.8Hz),7.65(lH. 
t. J=8. 4Hz) , 7. 53and7. 49 (4H, A 
Bq, J=8. 8Hz),7.47(lH, d,J=7.7 
Hz), 7. 18 (IH, dd, J=12.1,2. 2Hz 
),7.05(1H, dd, J=8. 4, 2. 2Hz),5 
. 13 (2H, s),4. 53-4. 40 (IH, m),4 
. 09 (IH, brt, J=12. 8Hz) , 2. 31-2 
. 02 (6H, brm, ) , 1. 96-1. 80 (4H, b 
nn) . 1. 78-1. 60 (3H. brm) . 1. 47- 
1. 21 (3H. brm) 



mmmm^- 379 


IH NMR(6) ppm 


CI, 

^ HCf >==v 


300MZ. DMS0-d6 

8.29(lH,d,J=l. lHz),8.1l(lH, 
d,J=1.5Hz),8.11(lH, d,J=8.8H 
2).7.98-7.91(2H,m).,7.89(lH. 
s),7. 63 (IH, t,J=8.8Hz).7. 52a 
nd7. 48 (4H, ABq, J=8. 6Hz) , 7. 44 
(lH,d,J=8. lHz).7. 17 (IH, dd, J 
=12. l,2.2Hz),7.04(lH, dd.J=8 
.8, 2.2Hz),5. 12 (2H, s), 4. 07(1 
H, brt, J=12. 4Hz),2. 33-2. 14(2 
H, brm) , 1. 96-1. 79 (4H, brm) , 1. 
70-1. 60 (IH. brm) , 1. 48-1. 21 (3 
H.bra),1.41(9H.s) 


M > 9 0% (NMR) 


MS 654 (M+1) 
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mmm^^- 38o 


IH NMR(5) ppm 


CI 

HCl /=\ 

9 \ \J 


300MZ, DMS0-d6 

8. 62(lH.t. J=5.5Hz).8.30(lH, 
d. J=l. 5Hz),8. 17 (IH, d, J=1.8H 
z) , 8. 14 (IH, d. J=8. 8Hz) , 7. 98 ( 
IH, dd, J=8. 1, 1.8H2).7.64(1H. 
t. J=8. 8Hz) , 7. 52and7. 50 (4H, A 
Bq, J=8. 8Hz) . 7. 48 (IH, d, J=8. 1 
Hz), 7. 18 (IH. dd, J=12. 1,2. 2Hz 
),7. 05 (IH, dd, J=8. 8. 2. 2Hz),5 
.14(2H, s),4.08(lH,brt,J=12. 
1H2),3. 13(lH,t, J=6. 2Hz),2.3 
1-2. 14 (2H, brm) , 1 . 97-1. 78 (5H 
, brm) . 1. 70-1. 60 (IH. brm) , 1. 4 
7-1.21 (3H, brm) . 0. 92 (3H, s) , 0 
.90(3H,s) 


i^^ >9 0% (NMR) 


MS .654 (M+1) 




mmm^^ 38 1 


IH NMR(6) ppm 


CI 

HCl >=\ 

^ OH 


300Mz, DMS0-d6 

8. 29(lH,d, J=1.5Hz),8. 27 (IH, 
d, J=8. 3Hz),8. 18 (IH, d,J=1.9H 
z),8. 13 (IH, d, J=8.7H2),8.01- 
7. 96 (2H, m) . 7. 64 (IH, t. J=8. 7H 
z) , 7. 52and7. 49 (IH, ABq, J=8. 8 
Hz).7.49(lH,d,J=7.9Hz),7. 18 
(IH. dd, J=12. l,2.3Hz),7. 05(1 
H. dd. J=8. 7. 2. 3Hz) , 5. 13 (2H, s 
) . 4. 12-4. 00 (2H, m) , 3. 52-3. 34 
(2H,in),2.31-2.14(2H,bnn),l. 
97-1. 79(4H, brm), 1. 71-1. 60(1 
H. brm), 1. 48-1. 21 (3H. m), 1. 17 
andl, 15(total3H, each s) 


>9 0% (NMR) 


MS 656 (M+1) 




mmm^^ 382 


IH NMR(6) ppm 


CI 

HCl /=\ 

9 V V_/ 

H0^YVV<>o3=\ 

O >V 


300MZ, DMS0-d6 

8. 30 (IH. d. J=1.5Hz),8. 13 (IH, 
d,J=8.8Hz).8.09(lH, d,J=1.5H 
z),7: 98(lH,dd. J=8. 8. 1.5Hz), 
7.86(lH.dd. J=8. 1, 1.5Hz),7.6 
4 (IH, J=8. 8Hz) , 7. 55-7. 47 (5H, 
m),7. 17(1H, dd,J=l2.1,2.2Hz) 
.7.05(1H, dd,J=8.8, 2.2H2),5. 
14 (2H, s),4. 08(lH.brt,J=12.8 
Hz), 3. 75 (3H, s). 2. 32-2. 14 (2H 
,brm).1.96-1.78(4H,bnn),1.7 
0-1. 59 (IH, bnn) , 1. 47-1. 21 (3H 
,brm) 


> 9 0% (NMR) 


MS 628 (M+1) 
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^ 239 



mmm^^ 383 


IH NMR ( 6 ) ppm 

300Mz, DMS0-d6 

8. 57(lH,t.J=5.5Hz),8. 29 (IH, 
d, J=1.4Hz),8. 19 (IH, d,J=1.5H 
z),8. l2(lH,d,J=9. 2Hz),8. 01- 
7.95(2H. in),7. 64 (IH, t,J=8. 8H 
z) , 7. 53and7; 50 (4H. ABq, J=8. 8 
Hz).7.48(lH. d.J=7. 7Hz),7.17 
(IH dd T=12 1 2 2Hz). 7.04(1 

H, dd, J=8. 8. 2.2Hz),5. 14(2H,s 
),4.08(lH,brt, J=13.9Hz),3.7 
0-3. 66 (IH, m) , 3. 48-3. 36 (3H, m 
),3.28-3.20(lH,ro),2. 32-2. 13 
(2H. brm) . 1. 96-1. 79(4H. brm) . 

I. 71-1. 60 (IH. brm). 1. 47-1. 19 
(3H, brm) 


CI 

HCl /=\ 


> 9 0% (NMR) 


MS 672 (M+l) 




mmmm-^ 384 


IH NMR(6) ppm 
300Mz. DMS0-d6 

8. 30(lH,d, J=1.5Hz),8. 14 (IH, 
d. J=8. 4Hz) , 7. 98 (IH, dd, J=8. 4 
,1.5H2),7.68(lHvbrs),7. 63(1 

H, t,J=8. 4Hz),7.51(5H, s),7.4 
3(lH,d, J=8. lHz),7. 17(lH,dd, 
J=12. 5, 1. 8Hz) , 7. 03 (IH, dd, J= 
8.4, 1.8Hz),4. 08(lH.brt, J=ll 
. 4Hz), 3. 50and3. 30(total2H, e 
ach 

brs) , 2. 97 (3H, brs) , 2. 33-2. 13 
(2H. brm) , 1. 96-1. 79 (4H. brm) , 

I. 70-1. 59 (IH, brm), 1. 47-1. 03 
(6H,brra), 


CI 

i HCl /=\ 


> 9 0% (NMR) 


MS 640 (M+l) 



385 



HCl 
O R 



mi 



> 9 0% (NMR) 



MS 



654 (M+l) 



IH NMR(6) ppm 
300Mz, DMS0-d6 

8. 29(lH,d, J=1.5Hz),8. 12 (IH, 
d, J=8. 8Hz) , 7. 97 (IH, dd, J=8. 8 
,1.5Hz),7.72-7. 60(2H,m),7.5 
5-7.42(6H,m),7. 16(lH.d.J=ll 
. 7Hz) , 7. 03 (IH, d, J=8. 4Hz) , 5. 
15 (2H, s),4.07(lH,brt, J=12.5 
Hz) . 3. 44and3. 22 (total2H, eac 
h 

s),2.97(3H,brs),2. 32-2. 13(2 
H, brm), 1. 72-1. 50 (3H, brm) , 1. 
47-1. 23 (3H, brm). 0. 93and0. 72 
(total3H, each brs) 
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^ 240 



m^m^^ 386 


IH NMR(6) ppm 
300Mz, DMS0-d6 

8.29(1H. d.J=L5Hz).8. 12 (IH. 
d, J=8.7Hz).7. 97 (IH. dd.J=8.7 
, 1. 5Hz)7. 74-7. 60 (2H, m), 7. 54 
-7.42(6H.ro),7. 17 (IH, dd,J=12 
. l,2.2Hz).7. 02(lH,dd, J=8.3. 
2.2Hz),5. 15 (2H, s).4.06(lH,b 
rt. T=12. 8Hz). 3. 92 (IH. brs). 2 
. 85 (3H. brs) , 2. 32-2. 14 (2H, br 
Di). 1.96-1. 79(4H. brm), 1.70-1 
. 59 (IH. brm) , 1. 46-1. 07 (3H, br 
o),l. 15(6H,brs) 


CI 

HCI /=\ 

O >v 


> 9 0 % (NMR) 


MS 654 (M+l) 




mmm^-^ 387 


IH NMR(6) ppm 
300M2, DMS0-d6 

8. 29 (IH, s) , 8. 14and7. 97 (2H. A 
Bq.J=8.7Hz),7. 63 (IH, s),7.63 
(IH, t.J=8. 7Hz).'7. 51-7. 41 (6H 
,in),7. 16(lH,dd. J=12. 1, 1. 9Hz 
).7. 02(1H, dd.J=8. 7. 1.9Hz).5 
.16(2H. s),4.26(2H,brs),4.07 
(IH, brt. J=12. IHz) , 2. 32-2. 14 
(2H. brm) , 1. 97-1. 78 (5H, brm) 1 
. 70-1. 15 (9H, brm) , 1. 24 (3H, s) 
, 1. 21 (3H. s) 


Cl 

HCI /=\ 

0 >p 


>9 0% (NMR) 


MS 694 (M+l) 




mma^m^ 388 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.58(1H, in), 8. 29 (IH. s),8. 20- 
8. 10 (2H, ni).8. 05-7. 90 (2H, m), 
7. 64 (lH<t. J=8. 4Hz) , 7. 60-7. 4 
0 (5H. m) , 7. 15 (IH. d. J=12. 3Hz) 
,7.04(lH.d,J=8.4H2),5. 13 (2H 
,s),4.08(lH, in),3. 40-3. 20 (2H 
,ni),2. 35-2. 10(2H,ni).2. 00-1. 
20 (12H, m) . 0. 91 (3H, t, J=6. 9Hz 
) 


CI 

^. HCI >=\ 

^ 0 


> 9 0% (NMR) 


MS 654 (M+l) 
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mmm^- 389 


IH NMR(6) ppm 


CI. 

HCI )=\ 
^ 0 ^ 


300MHz, DMS0-d6 
8.60(lH.m),8.29(lH, s),8.20- 
7.90(4H,in),7.64(lH,t. J=9.0H 
z),7. 60-7.40(5H.ni),7. 17 (IH, 
d, J=12. OHz). 7. 04(1H. d. J=8. 7 
Hz). 5. 13 (2H, s). 4. 80(1H. m), 3 
. 35-3. 15 (2H, m) , 2. 30-2. 05 (2H 
,m),2. 00-1. 10(I0H,m), 0.91(3 
H, t. J=7. 5Hz) 


> 9 0% (NMR) 




MS 640 (M+l) 





390 




MS 



>9 0% (NMR) 



626 (M+l) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8.62(lH,m),8, 30(1H, s),8. 20- 
8. 10 (2H, m),8. 05-7. 90 (2H, m), 
7. 65 (IH. t, J=8. 4Hz) , 7. 60-7. 4 
0 (5H. m) , 7. 18 (IH, d, J=12. OHz) 
. 7. 05 (IH, d. J=8. 4Hz) , 5. 14 (2H 
, s) , 4. 09 (IH, m) . 3. 40-3. 20(2H 
.m).2. 35-2. 10(2H,id),2. 00-1. 
80 (4H, m), 1. 75-1. 60 (IH, m), I. 
45-1. 20(3H, m). 1. 15(3H, t. J=7 
.2Hz) 





IH NMR(6) ppm 


CI 

HCI >=\ 

v_y H N- 


400NHZ, DMS0-d6 
8.54(1H. s),8.31(lH.s),8. 19 ( 
IH. d. J=8. 6Hz) , 8. 01 (IH, d, J=8 
.6H2),7. 81 (IH. d,J=2. lHz).7. 
64 (IH, t,J=8. 4Hz),7. 61 (IH, dd 
, J=2.3Hz, 8. 4Hz),7. 47 (2H. d.J 
=8. 6Hz) , 7. 43 (2H. d, J=8. 8Hz) , 
7. 25 (IH, d,J=8.4Hz),7. 17 (IH, 
dd,J=2. 3Hz. 12. lHz),7. 05 (IH, 
dd. J=2. 3Hz, 8.6Hz).5. 05(2H,s 
),4. 12 (IH. m),2. 96(6H.s).2.4 
0-2. 10 (2H, m) , 2. 00-1. 75 (4H, m 
), 1.70-1, 55(lH,in), 1.50-1. 20 
(3H.in) 


>9 0% (NMR) 


MS 641(M+1) 
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mmm^^ 392 


IH NMR(5) ppm 
300Mz. DMS0-d6 

8. 79(lH.s),8.29(lH. d,J=1.5H 
z),8. 13 (IH, d, J=8.8Hz),7.98( 
IH. dd. J=8. 8. 1.5Hz).7.80(lH, 
d, J=2. 2Hz) . 7. 63 (IH. t, J=8, 4H 
z).7.61(lH.dd,J=8. 2, 2. 2Hz), 
7. 47and7. 43 (4H, ABq. J=8. 8Hz) 
, 7. 26 (IH, d, J=8. 2Hz). 7. 14 (IH 
,dd, J=12. l,2.2Hz).7. 02(lH,d 
d. J=8. 4. 2. 2Hz).5.05(2H.s).4 
.08(lH,brt,J=12. lHz),3. 64-3 
. 61 (2H, m) , 3. 48-3. 45 (2H, m) , 2 
. 32-2. 13 (2H, brm), 1.-96-1. 78( 
4H. brm), 1. 70-1, 66(1H. brm), 1 
.44-1. 19(3H,brm) 


CI, 

HCI )=\ 

Q 


MJr > 9 0% (NMR) 


MS 683 (M+l) 




^ 393 


IH NMR(6) ppm 

400MHz. DMS0-d6 
8.94(lH,s),8. 31 (IH, d.J=1.0H 
z)", 8. 18 (IH, d, J=8.6Hz),8.00( 
IH, dd. J=1.4Hz,8-.8Hz),7. 71(1 
H,.d. J=2. 2Hz) , 7. 66 (IH. t. J=8. 
6Hz) , 7. 52 (IH, dd. J=2. 4Hz. 8. 6 
Hz) , 7. 46 (2H. d. J=8. 6Hz) , 7. 42 
(2H, d, J=8.2Hz).7.24(lH,d, J= 
8. 4Hz).7. 16(lH,d. J=12. IHz), 
7. 04 (IH, dd. J=2. 4Hz, 8. 8Hz) , 5 
. 05 (2H. s) , 4. 13 (IH, m) , 2. 40-2 
.10(2H,m),2.00-1.75(4H.m),l 
.70-L55(lH,m). 1.50-1.20(3H 
.m) 


CI 

HCI >=\ 

; Hc f^V-(%-o >==\ 

t> V 

^ H NH2 


M-^ >9 0% (NMR) 


MS 613 (M+l) 



mmm^^ 394 


IH NMR(d) ppm 


CI, 

HCI >=\ 

? \ \J 

^ H NH 


300MHz, DMS0-d6 
8. 93 (IH. s).8.31(lH,d, J=1.4H 
2).8. 19(1H, d, J=8.8Hz),8. 01 ( 
IH. d, J=8. 7Hz).7.71(lH,d, J=2 
. 2Hz) , 7. 66 (IH. t, J=8. 5Hz) . 7. 
51 (IH, dd, J=2. 2Hz, 8. 4Hz) , 7. 4 
6(2H.d,J=8.6Hz),7.41(2H.d,J 
=8. 7Hz),7. 23(lH,d,J=8.4Hz), 
7. 16 (IH, d,J=12.2Hz),7. 05 (IH 
,d.J=8.7Hz).5. 05(2H.s).4.l3 
(lH.m),3. 12(2H.q.J=7.2H2).2 
.40-2. 10(2H.m),2.00-l. 75 (4H 
.m). 1. 70-1. 60(lH.m). 1.55-1. 
20 (3H, m) . 1. 06 (3H. t. J=7. 2Hz) 


> 9 0% (NMR) 


MS 641 (M+l) 
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mmm^^- 395 


IH NMR(6) ppiD 


CI, 

HCI )=\ 

A \ \J 

O / 

^ H N-/ 

H \ 


300MHz. DMS0-d6 
8.83(IH. s).8. 32aH,d.J=1.4H 
z).8. 21 (IH, d, J=8.8Hz),8. 02 ( 
IH, dd.J=I.4Hz, 8.7Hz),7.71(l 

H. d, J=2. IHz) , 7. 68 (IH. t, J=8. 
6Hz) , 7. 49 (IH, dd, J=2. 2Hz, 8. 4 
Hz).7.46(2H.d.J=8.4Hz).7.41 
UH. d. J-8. oHz; . 7. 440 Un, d. J- 
8.4Hz).7. 17(1H. d. J=12.2Hz). 
7. 06 (IH, d, J=8. 7Hz) . 6. 30 (IH, 
brs).5.05(2H, s),4. 14(lH,in), 
3. 77 (IH. sept. J=6. 5Hz) . 2. 40- 
2. 10 (2H. m).2. 00-1. 75(4H. o), 

I. 70-1.55(lH,m), 1.50-1. 20(3 
H,ni),l.ll(6H,d, J=8.5Hz) 


> 9 0% (NMR) 


MS 655 (M+1) 



396 




MS 



>9 0% (NMR) 



642 (M+1) 



IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 37 (IH, d, J=7. 3Hz), 8. 25 (IH, 
s),8. 15 (IH, s),7. 97(2H.d, J=8 
. 8Hz) , 7. 88 (IH, d, J=8. 8Hz) . 7. 
58-7. 47 (4H, m) , 7. 31 (IH, m) , 7. 
11 (IH, dd.J=8. 4, 2. 2Hz),6.98( 
IH, dd.J=8. 4. 2. 2), 5. 13 (2H, s) 
,4. 13 (IH. q,J=6. 6Hz),3.98(lH 
,m),2. 19(2H,Di); 1. 86(4H,in)l. 
62 (IH, ni) 1. 31(3H, m) , 1. 20 (6H, 
d,J=6.6Hz) 



397 




MS 



>9 0% (NMR) 



642 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8.40(1H. d. J=7.9Hz),8. 28 (IH. 
d. J=1.9Hz),8. 15(lH,d. J=1.9H 
z).8. 11 (IH. d,J=8. 7Hz).7. 96 ( 
2H. ni).7.56(lH, t.J=8. 7Hz),7. 
45(3H.in),7. 18(lH.in). 7.08(1H 
.dd,J=12. 1, 1.9Hz),6. 96(lH.d 
d.J=8.3, 2. 3Hz).5.09(2H, s),4 
.14(lH.ni).4.04(lH. m). 2. 23(2 

H, ni),1.86(3H.in),1.62(lH.m), 

I. 33(3H. oj). 1.20(6H, d, J=6. 4H 

2) 
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MS 



398 




>9 0% (NMR) 



674 (M+1) 



IH NMR(6) ppm 

8.41(1H, d,J=8. lHz).8. 29 (IH, 
d,J=1.5Hz),8. 17 (IH, d,J=1.8H 
z).8. 12(IH,d,J=8.4Hz),8.01- 
7. 95(2H.in).7.67-7.62(2H,in). 
7. 55-7.51(3H,id),7. 19 (1H, dd. 
J=12. 1.2. 2Hz),7. 05(1H. dd, J= 
8. 8. 2.2Hz),5. 13 (2H, s),4. 10- 
4. 00 (2H. m), 2. 32-2. 13(4H,id), 
1. 71-1. eOdH.m). 1.49-1. 14(3 
H.id),1.21(3H. s),l. 19(3H,s) 



399 




MS 



> 9 0% (NMR) 



658 (M+1) 



IH NMR(6) ppm 
300Mz. DMS0-d6 

8. 39(lH,d, J=7.7Hz).8. 29 (IH, 
d. J=1.5Hz),8. 16 (IH, d, J=1.8H 
z), 8. 11 (IH, d, J=8. 8Hz), 8. 00- 
7. 95 (2H, m) , 7. 69-7. 61 (2H, m) . 
7. 54-7. 46 (3H, m) , 7. 18 (IH, dd. 
J=12. l,2.2Hz),7.04(lH, dd, J= 
8.8,2.2Hz).5. 13 (2H, s).4.20- 
4. 02 (2H. Di) , 2. 33-2. 13 (2H, brm 
), 1. 97-1. 80(4H,m), 1.72-1. 61 
(lH,m). 1.44-1. 13(3H,ni),1.21 
(3H, s),l. 19(3H. s) 





IH NMR(d) ppm 


CI CI 
HCI >=\ 

9 \_ \J 

0 H 


300MHz, 0MS0-d6 

8.39(1H, d,J=7.7H2),8.29(lH, 

s), 

8. 17 (IH. d, J=1.5Hz).8. IKIH, 
d.J=8.8Hz),7.98(2H, m).7. 73 ( 
2H,m),7.64(lH, t, J=8. 4H2), 
7. 52(lH,d,J=8.0Hz),7, 46 (IH. 
dd, J=8. 4,1.8Hz), 7. 18(1H. dd, 
J=11.9, 2.0Hz),7.05(lH, dd,J= 
8. 6. 2.4Hz).5. 14(2H,s),4. 13 ( 
2H. m),2. 22(2H.iD).1.88(4H, m) 
1.64(1H. ni).1.34(3H,ni),1.20( 
6H, d, J=6. 6Hz) 


>9 0% (NMR) 


MS 642 (M+1) 
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IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 38(1H. d, J=7. 8Hz) , 8. 28 (IH, 
s) , 8. 20-8. 05 (2H, m) , 8. 00-7. 9 
0 (2H, m) , 7. 65-7. 30 (5H, m) , 7. 0 
9(lH. d. J=12.3Hz),6. 97 (IH, d, 
J=10. 2Hz) , 5. 09 (2H, s) . 4. 20-4 
. 00 (2H, m) , 2. 30-2. 10 (2H, m) . 2 
. 00-1. 80(4H. m). 1. 70-1. 60(1H 
.m), 1.40-1. 10(3H.id),1. 19(6H 
,d. J=6.6Hz) 


HCI CI 

0 p \~-f 

/ V ^ \ H 

O y^. 


MB. >9 0% (NMR) 


MS 658 (M+1) 




mmmm^ 402 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 25 (IH, s) , 8. 03 (IH, d, J=8. 7H 
z).7. 91 (IH. d. J=8.7Hz).7.83( 
IH, s), 7. 70-7. 35(6H,m),7.04( 
IH. d, J=12. 0Hz),6. 93 (IH, d, J= 
8. 4Hz) , 5. 09 (2H. s) , 4. 00 ( IH, m 
) , 3. 60-3. 40 (4H. m) , 2. 30-2. 10 
(2H,ni), 1.45-1. 15 (3H,in) 


HCI CI 


■ > 9 0% (NMR) 


MS 670 (M+1) 



MS 



403 



CI. F 




> 9 0% (NMR) 



670 (M+1) 



IH NMR(6) ppm 

400MHz, DMS0-d6 
8. 25(lH,s),8. 08(lH,d, J=8.4H 
z),7.92(lH, d.J=9.2Hz).7.79( 
lH,s),7.66-7.49(4H. id),7.42( 
lH,d,J=7.6Hz),7.31-7.28(lH, 
in),7. 14 (IH. d. J=11.3Hz),6. 99 
(lH,d. J=8. 8Hz),5. 13 (2H. s).4 
. 02 (IH, m) , 3. 54-3. 33 (4H, m) , 2 
. 29-2. 08 (2H. m) , 1. 93-1. 73 (8H 
,m), 1. 67-1. 52 (lH,m). 1.48-1. 
ll(3H,«n) 
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nmm^^ 404 


IH NMR(6) ppra 

400MHz, DMSO-dS 
8. 41 (IH, d, J=7.6Hz),8.32(lH, 
d, J=1.5Hz),8. 20 (IH, d, J=8. 6H 
z),8.17(lH, d. J=l. 7Hz) , 8. 00 ( 
IH, dt,J=8.8Hz, 1.5Hz),7.71-7 
.64(2H,m),7. 54(1H. dd, J=10. 3 
Hz. 1. 9Hz) , 7. 32 (IH, dd, J=8. 2H 
z. 1.9Hz),7. 22(lH.dd. J=12. IH 
z. 2. 3Hz).7.08(lH.dd. J=8. 6Hz 
).2.3Hz).5. 17(2H,s),4. 15 (IB 
,m),2.31-2.14(2H.in), 1.99-1. 
70(4H.m), 1.70-1. 60 (lH,in),l. 
46-1. 20 (3H, m) , 1. 19(6H, d, J=6 
.6H2) 


HCI ^')— ("^ 

9 Fv 0 

0 /- 


*ffi^ >9 0% (NMR) 


MS 658 (M+1) 




nmmm^ 405 


IH NMR(5) ppm 

300MHz, DMS(>-d6 
8. 32 (IH, s).8. 19 (IH. d, J=9.0H 
z), 8. 03-7. 98(2H,in),7. 75 (IH, 
dd, J=2. IHz, 8. 4Hz), 7. 67 (IH, t 
, J=8. 6Hz) . 7. 40-7. 36 (3H. m) . 7 
.32(2H,d,J=8. 4Hz),7. 19(lH,d 
d, J=2. IHz, 12. 3Hz),7. 07<lH,d 
d,J=2. lHz,8.7Hz),5. 11(2H. s) 
,4. 12(lH.m),4.12(lH, in),3.90 
(2H,t,J=6.9Hz),2.54(2H, t. J= 
8. IHz), 2. 50 (3H, s), 2. 40-2. 05 
(4H, m) , 2. 00-1. 75 (4H, m) , 1. 70 
-1. 55 (IH. m) , 1. 50-1. 20(3H, m) 


HCI S 


U& >9 0% (NMR) 


MS 650 (M+1) 



406 




MS 



> 9 0% (NMR) 



652 (M+1) 



IH NMR ( 5 ) ppm 

300MHz. DMS0-d6 

8. 34 (IH, d,J=7. 7Hz), 

8. 29(1H, s),8. 15(1H. s),8. ll( 

IH, d, J=8.8Hz).7.97(2H, d.J=9 

.2Hz).7.63(lH, t.J=8. 8Hz),7. 

47-7.3l(5H,in),7. 18 (IH, dd,J= 

12. 4, 2. 2Hz),7. 06 (IH, dd, J=12 

.4. 2. 2Hz),5. 13 (2H, s),4. 13(2 

H, m), 1.96(2H.m). 1.87(4H,m). 

I. 62(lH,m).1.34(3H,m),1.20( 
6H,d.J=6.2Hz) 
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407 




MS 



> 9 0% (NMR) 



708 (M+1) 



IH tm(8) ppm 

400MHz, DMS0-d6 
8. 32 (IH, d, J=l. 4Hz). 8. 20 (IH, 
d. J=8. 8H2), 8. 01 (IH. dd. J=l. 6 
Hz. 8.8Hz),7.90(lH. s),7. 67(1 
H, t, J=8.4Hz),7.6l(lH,s).7.5 
5-7. 50 (4H, 0), 7. 21 (IH. dd, J=2 
. 3Hz. 12. OH2) . 7. 06 da dd. J=2 
.2Hz, 8.7Hz),5. 10(2H,s),4. 11 
(IH. m) , 3. 78 (2H, t, J=6. 7Hz) , 3 
. 47 (2H, t. J=7. 4Hz). 2. 54-2. 48 
(2H. id) . 2. 40-2. 10(2H, m) , 2. 00 
-1.80(4H, m). 1.75-1. 55 (lH,in) 
. 1.50-1. 20 (3H, id) 



408 




MS 



> 9 0% (NMR) 



672 (M+1) 



IH NMR(6) ppm 

400MHz, DMS0-d6 
8. 32 (IH. d, J=1.6Hz),8.21(lH. 
d, J=8. 8Hz),8.02(lH,dd,J=1.6 
Hz, 8. 8Hz),7. 76ClH.s).7. 68(1 
H.t, J=8. 5Hz),7. 59(IH,s),7.5 
4-7. 51 (4H, m). 7. 21 (IH. dd. J=2 
. 4Hz, 12. IHz), 7. 07 (IH, dd, J=2 
.4HZ.8. 8Hz).5. 08 (2H. s).4. 11 
(IH. m). 3. 77 (2H. t. J=6. 9Hz), 2 
. 47 (2H, t, J=8. OHz), 2. 40-2. 10 
(4H. m), 2. 00-1. 80(4H,id), 1. 70 
-1. 60(1H. m) . 1. 45-1. 20(3H, m) 



409 




MS 



> 9 0% (NMR) 



676 (M+1) 



IH NMR(5) ppm 

300MHz, DMSO-d68. 28 (IH, d, J=l 
. 5Hz) , 8. 20-8. 85 (4H, m) , 7. 75 ( 
IH. d, J=6. OHz). 7. 70-7. 45 (6H, 
Hi), 7. 13 (IH, dd, J=12. OHz. 2. IH 
z).7.00(lH. dd, J=8. 7Hz),2. IH 
z),5. 22 (2H, s),4. 05(lH,in),3. 
40-3. 20 (IH. m), 2. 30-2. 10 (2H. 
m). 2.00-1. 55 (5H, m), 1. 45-1. 1 
0 (3H, m) , 1. 00 (6H. d. J=6. 6Hz) 
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mmmm^ 410 


IH NMR(6) ppm 


HCI 


300MHz. DMS0-d6 
8.31(1H, s).8.00(lH, d. J=8. 7H 
z),7.88(lH. d,J=8.7Hz),7. 70 ( 
IH. s) , 7. 65 (IH, t. J=8. 4Hz) , 7. 
53 (2H, d, J=8. 4Hz) , 7. 49 (2H, d, 
J=8. 7Hz),7.45-7.4l(2H,m),7. 
16(lH,d,J=12. 0Hz).7.O4(lH,d 
,J=8.7Hz).5. 14 (2H. s). 4. 68(1 

H, quint, J=8. 4H2) , 3. 02. 2. 98 ( 
6H. s) , 2. 30-1. 85 (6H, m) . 1. 80- 

I. 50(2H, m) 


>9 .0% (NMR) 




MS 612 (M+l) 






mmmm^ 411 


IH NMR(d) ppm 


HCI C'v 


300MHz, DMS0-d6 
8. 30(lH,s),7. 99(lH,d.J=9.0H 
2),7.87 (IH, d,J=8. 7Hz),7.67( 
IH. s),7.64(lH, t.J=8. 7Hz),7. 
53 (2H, d. J=8. 7Hz) , 7. 49 (2H. d. 
J=7. 5Hz).7. 45-7.41(2H.id).7. 
15 (IH, d,J=12.3Hz),7.02(lH,d 
, J=8. 4Hz),5. 15(2H.s),4. 67(1 
H. quint, J=8. 7Hz) , 4. 02 (IH, m) 
,3. 76(lH,in),3, 55 (IH, ni).3. 22 
(2H,in),2.40-1.20(I2H,in) 


> 9 0% (NMR) 




MS 668 (M+l) 






mmm^^ 412 


IH NMR(6) ppm 


HCI 


300MH2, DMS0-d6 
8.38(1H, d,J=7.5Hz).8. 33 (IH, 
s).8. 16 (IH, s),8; 02 (IH, d,J=8 
.7Hz).7. 98 (IH, d, J=9.0Hz),7. 
91(1H. d,J=8. 4Hz).7.67(lH,t, 
J=8. 4Hz), 7. 53 (2H, d. J=8. 7Hz) 
,7.48(2H, d, J=8. 7Hz),7. 46 (IH 
,d, J=8. lHz),7. 18(lH,d, J=ll. 
7Hz).7.06(lH, d, J=8. 7Hz),5. 1 
3(2H, s),4. 70(lH,quint,J=8.4 
Hz) , 4. 13 (IH, sept, J=6. 6Hz) , 2 
.30-1. 85 (6H, m), 1.80-1. 50 (2H 
,m).l. 16(6H.d.J=6.3Hz) 


>9 0% (NMR) 


MS 626 (M+l) 
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mmm^^- 413 


IH NMR(6) ppm 


HCI CI 


300Mz, DMS0-d6 

8. 39 (IH, d, J=7. 5Hz), 8. 31 (IH. 
d, J=l. 5Hz). 8. 16(1H, d, J=l. 9H 
z) , 8. 06 (IH, dd, J=8. 8, 1 . 5Hz) , 

(4H, ABq, J=8. 9Hz) , 7. 53and7. 5 

,d,J=8. 3Hz),5. 14(2H,s).4.94 
(IH, quint, J=9. GHz), 4. 19-4. 0 
8(1H. id) , 2. 32-2. 11 (4H, brm) , 2 
. 10-1. 95 (2H, brm). 1. 78-1. 62 ( 
2H. brm), 1. 26 (3H, s), 1. 18 (3H, 
s) 


>9 0% (NMR) 


MS 608 (M+1) 






mmmm^ 414 


IH NMR(d) ppm 


HCI CI 


300MZ, DMS0-d6 

8.31(1H, d, J=1.5Hz),8. 06 (IH, 
dd. J=8. 7, 1.5Hz),7. 97 (IH. d. J 
=8. 7Hz). 7. 75and7. 22 (4H. ABq. 
J=8. 9Hz), 7. 70 (IH, d, J=l. 9Hz) 
,7.53(1H. dd,J=7.9, 1.9Hz),7. 
52 (4H, s),7.43(lH, d, J=7. 9Hz) 
,5. 15(2H. s),4. 93(lH,quint, J 
=8. 9Hz),3.01(3H, s),2. 97 (3H, 
s) , 2. 32-2. 1 1 (4H, brm) . 2. 09-1 
. 94 (2H, brm) , 1. 77-1. 62 (2H, br 
id) 


*IS > 9 0% (NMR) 


MS 594 (M+1) 






mmmm^ 415 


IH NMR(6) ppm 


HCI CI 


300Mz,DMS0-d6 

8.31(lH.d, J=1.5Hz),8. 06 (IH, 
dd, J=8. 7, 1.5Hz),7. 98 (IH. d.J 
=8. 7Hz) , 7. 75and7. 22 (4H, ABq, . 
J=8. 9Hz), 7. 67 (IH, d, J=l. 5Hz) 
,7.52(4H,.s).7.49(lH,dd,J=7. 
9. 1.5Hz),7.43(lH,d. J=8.9Hz) 
, 5. 16 (2H, s) , 4. 93 (IH, quint, J 
=8. 9Hz) , 3. 76 (IH, brs) . 3. 55 (2 
H,brs),3. 22 (2H. brs), 2. 31-2. 
1 1 (4H, brm) , 2. 16-1. 95 (2H, brm 
) , 1. 88-1. 62 (4H, brm) , 1. 48-1. 
28(2H,brm) 


> 9 0% (NMR) 


MS 650 (M+1) 
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416 




MS 



> 9 0% (NMR) 



640 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 38 (IH, d, J=7. 7H2) , 8. 30(1H, 
s) , 8. 20-7. 90 (4H. m) , 7. 72 (2H. 
d, J=8. 7Hz) . 7. 60-7. 40 (5H, m) . 
7. 22 (2H, d,J=8. 7Hz),5. 13 (2H, 
s).4. 47(lH,m),4. 15 (IH. ib),2. 
90-2. 70 (4H, m) . 2. 60-2. 30 (4H, 
n!),1.19(6H.d.J=6. 5Hz) 



417 




MS 



> 9 0% (NMR) 



652 (M+1) 



IH NMR(5) ppm 

400MHz, DMS0-d6 
8. 33 (IH, s) , 8. 17 (IH, d, J=8. 6H 
z),8. 10 (IH, d,J=8.6Hz),7.82( 
IH, d, J=l. 4Hz) , 7. 74 (2H, d, J=8 
.7Hz),7. 64(lH,dd,J=8.0Hz. 1. 
7Hz).7. 55-7.50(4H,in),7. 43(1 
H. d, J=T. 8Hz) , 7. 24 (IH. d, J=8, 
7Hz).5. 16(2H, s),4. 49(lH. m>. 
3. 60-3. 40 (4H, m) , 2. 90-2. 70 (4 
H, m) , 2. 60-2. 30 (4H. m) . 2. 20-1 
.80(4H.id) 



418 




MS 



> 9 0% (NMR) 



658 (M+1) 



IH NMR(6) ppm 

400MHz, DMS0-d6 
8. 34(lH.d, J=7.6Hz),8. 25 (IH. 
s).8.1l(lH. d.J=1.3Hz),7. 90- 
8. 00 (3H, m) . 7. 59 (IH, t, J=8. 6H 
z).7.40-7.55(5H.Di),7. 12 (IH, 
d, J=ll. 9Hz) , 7. 00 (IH, d. J=8. 6 
Hz),5.08(2H, s),4. 30-4. 10 (2H 
, m) , 2. 80-2. 65 (4H, m) , 2. 45-2. 
30 (2H, m) , 1. 15 (6H. d, J=4. BHz) 
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mm^m^ 419 


IH NMR(6) ppm 

400MHz, DMS0-d6 
8.30(1H, s),8. 05-7.95(3H,id), 
7. 80-7. 75(lH,ra),7. 63 (IH. t. J 
=8.6He),7. 55-7. 35(5H,m).7. 1 
5(lH,<id,J=12. lHz.2. lHz),7.0 
3 (IH, dd. J=8. 7Hz. 2. 3Hz) , 5. 10 
(2H, s) , 4. 23 (IH, id) , 3. 90 (2H, t 
, J=7. OHz) , 2. 95-2. 70 (4H, m) , 2 
. 60-2. 35 (4H, m) , 2. 30-2. 00 (4H 
, m) 


HCI 


*>6^ > 9 0% (NMR) 


MS 656 (M+1) 




mmmm-^ 420 


IH NMR(6) ppm 
300MZ, DMS0-d6 

8. 37 (IH, d, J=7.5Hz),8. 28 (IH, 
d,J=1.5Hz),8.17(lH, d.J=l,5H 
z),8. 13 (IH, d, J=5.7Hz),7. 97 ( 
lH,dd.J=8. 1, 1.5Hz).7.94(lH, 
dd, J=8. 7, L5Hz).7. 61 (IH. t.J 
=8. 7Hz) , 7. 51and7. 49 (4H, ABq, 
J=8. 9Hz) , 7. 46 (IH, d, J=8. IHz) 
, 7. 08 (IH, dd, J=12. 4, 2. 3Hz) . 6 
. 97 (IH. dd. J=8. 7. 2. 3Hz) . 5. 10 
(2H, s), 4. 20-4. 08 (IH. id). 3. 62 
-3. 56 (2H, brm), 3. 13-3. 10 (2H, 
bnn), 1.79-1. 60 (3H, brm), 1.54 
-1.34(3H,briii),l,21(3H,s),l. 
18(3H.s) 


HCI 


> 9 0% (NMR) 


MS 641 (M+1) 



421 




MS 



> 9 0% (NMR) 



653 (M+1) 



1H NMR(6) ppm 
300MZ, DMS0-d6 

8. 24 (IH, d, J=1.5Hz).8.02(lH, 
d, J=8. 7H2) , 7. 88 (IH, dd, J=8. 7 
, 1.5Hz).7.82(lH, d, J=1.9Hz), 
7.63(lH,dd,J=7.9,1.9Hz),7.5 
4(1H, t.J=8. 7Hz).7.50(4H, s), 
7.42(lH,d, J=7. 9Hz),7. 01 (IH, 
dd. J=12. 0, 2. 3Hz),6.91(lH, dd 
, J=8..7, 2.3Hz),5. I1(2H, s),3. 
63-3. 41 (6H, m) , 3. 07-3. 04 (2H, 
brm) , 1. 95-1. 79 (4H, bnn) , 1. 77 
-1. 57 (3H. brm) . 1. 50-1. 32(3H. 
brm) 
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IH NMR(6) ppm 


2HCI CI 

A 0 


300MHz. DMS0-d6 
10. 99 (2H. s),8. 44 (IH, s),8.30 
(IH, s),8. 18 (IH. d,J=8. 7Hz),8 
. 14(lH,d, J=8. 7Hz),7. 98(lH.d 
, J=9. OHz) , 7. 70-7. 66 (2H, m) , 7 
.57(2H.d, J=8. 7Hz).7. 54(2H,d 

T=R 7H7^ 7 91 (^^ H T-19 nu 
1 J O. tni./ , 1 , \in, Q, J— IZ. Url 

z).7.09(lH. d.J=8.4Hz),5. 19 ( 
2H, s).4. 05 (4H. s).2. 40-2. 18 ( 
2H, m),2. 15-1.80(4H, m), 1.75- 
1. 55 (IH, m) , 1. 50-1. 20 (3H, m) 


> 9 0% (NMR) 




MS 623 (M+l) 







IH NHR(6) ppm 


HCI ci. 


300MHz, DMS0-d6 
8. 27 (IH, s),8. 05(lH,d, J=8.7H 
z),7. 93 (IH, d, J=8.7Hz),7. 90 ( 
IH. s),7. 70(lH.d, J=8. 4Hz),7. 
59 (IH, t, J=8. 4Hz) , 7. 50 (2H, d, 
J=9. OHz) , 7. 45 (2H, d, J=8. 7Hz) 
,7.41(1H, d,J=8. 4Hz).7. 12 (IH 
,d,J=12.0Hz).7. 00(lH.d, J=8. 
7Hz) , 5. 10 (2H, s) . 4. 49 (2H, t, J 
=7.8Hz).4. 14(2H,t. J=8.0Hz), 
4. 04 (IH, m), 2. 40-2. 10 (2H. m). 
2. 00-1.50(5H.ni), 1.45-1.20(3 
H,m) 


> 9 0% (NMR) 


MS 640 (M+l) 






mm^^ 424 


IH NMR(6) ppm 


HCI CI 


300MHz, DMS0-d6 
8. 30(lH,s),8. 14(lH,d, J=8.4H 
z),7. 98 (IH, d,J=9. 3Hz),7. 89 ( 
IH, s),7. 68(lH,d.J=8. 4Hz).7. 
62 (IH, d, J=9. OHz) , 7. 48 (2H, d, 
J=8. 4Hz) . 7. 43 (2H, d. J=8. 4Hz) 
,7. 33 (IH. d,J=8. 4Hz),7. 16 (IH 
,d, J=12.0Hz),7. 04 (IH, d, J=9. 
OHz), 5. 07 (2H, s),4. 10 (IH, m), 
3. 92 (2H, t, J=8. OHz) , 3. 45 (2H. 
t, J=8. OHz) , 2. 40-2. 10 (2H. m) , 
2. 00-1. 50(5H. m), 1. 45-1. 20(3 
H,in) 


Ml^ > 9 0% (NMR) 


MS 639 (M+l) 
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mmm^^- 425 


IH NMR(6) ppm 

300MHz, DMS0-d6 
9. 05 (IH. s).8.30(lH, s),8. 16 ( 
IH. d. J=8. 8Hz) , 7. 99 (IH. d. J=8 
.6Hz).7. 72 (IH. s). 7.64(lH, t. 
J=8. 6Hz) . 7. 52 (IH. d. J=8. 4Hz) 
.7.47(2H, d,J=8. 7Hz),7. 42 (2H 
9 Q» J~o, DnZ/ , f .^Okin, a, j— o. *t 
Hz), 7. 15(lH,d,J=12.2Hz),7.0 
4 (IH, d, J=8. 6Hz) , 6. 60(1H, brs 
),5. 05 (2H, s),4. l0(lH.ni),3.6 
8 (2H, t, J=6. IHz) , 3. 45 (2H, t, J 
-6. IHz), 2. 40-2. 10 (2H, m), 2. 0 
0-1. 55(5H, m), i; 60-1. 20(3H,in 


CI . 

2HCI /=\ 

A \ iJ 


> 9 0% (NMR) 


MS 639 (M+l) 




mmm^-^ 426 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32(lH,s),8. 24(lH,d,J=8. 7H 
z).8. 03 (IH, d. J=8. 7Hz),7.78- 
7i 73(4H,in),7. 38-7. 32(4H,in), 
5. 52(2H, s),4. 88 (2H, s),4. 40 ( 
2H, s).4. 37(lH.ni),2. 92, 2. 84 ( 
6H, s), 2. 40-2. 18(2H, m), 2. 15- 
1. 95 (2H, m). 1.90-1. 80 (2H. m), 
1. 75-1. 55(lH,m), 1.50-1. 20(3 
H.m) 


F 

^ HOI yW. 


> 9 0% (NMR) 


MS 643 (M+l) 




mmm^^ 427 


IH NMR(6) ppm 

300MHz, DMS0-d6 
11.26(lH,brs),8. 35 (IH, s),8. 
27 (IH. d, J=9. OHz) . 8. 05 (IH. d, 
J=8. 4Hz) , 7. 83-7. 78 (4H, m) , 7. 
42-7. 35(4H,in),5. 57 (2H, s),4. 
77, 4. 73 (2H, s),4. 37(lH,m),3. 
95 (IH. s) , 3. 70-3. 00(4H, m) , 2. 
40-1.00(I4H,m) 


F 

2HCI 


> 9 0% (NMR) 


MS 641 (M+l) 
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mmm^. 428 


IH NMR(d) ppm 




300MHz, DMSO-dB 
8..31(1H. s).8. 26 (IH. d, J=9.0H 
z) , 8. 04 ( IH, d. J=8. 7Hz) , 7. 79- 
7.73(4H, m), 7. 38-7. 31 (6H, m), 
5. 53 (2H, s) , 4. 90 (2H, s) , 4. 37 ( 
IH. m) . 4. 05 (2H, s) , 2. 40-2. 18 ( 
2H. m) . 2. 15-1. 95 (2H, m) . 1. 90- 
1.80(2H, m). 1.75-1. 55 (IH, m). 
1.50-1. 20 (3H.ni) 


^ > 9 0 % (NMR) 




MS 615 (M+1) 






mmmm^ 429 


IH NHR(6) ppm 




300MHz. DMS0-d6 
8. 88 (IH. q. J=4.5Hz),8. 33 (IH, 
d,J=1.5Hz),8. 18(1H, d, J=8.7H 
z) , 8. 01 (IH. dd. J=l. 5Hz, 8. 7Hz 
) . 7. 89-7. 83 (2H. m) , 7. 50-7. 34 
(3H, m) , 7. 20 (IH, dd, J=2. IHz. 8 
. 4Hz) , 5. 61 (2H. s), 4. 13(lH,m) 
.2. 84 (3H, d, J=4.8Hz),2. 40-2. 
10(2H.iD),2.00-1.75(4H,m).l. 
70-1. 55(1H,id), 1.50-1. 20 (3H, 
m) 


. > 9 0% (NMR) 




MS 603 (M+1) 






mmm^^ 430 


IH NMR(6) ppm 


F 

HCI >=*A 


400MHz, DUBO-de 
8.79(lH,t,J=5.9Hz),8.31(lH, 
s).8. 15 (IH, d,J=8.7Hz),7. 99( 
IB, d, J=8.8Hz),7. 87 (IH, d, J=8 
.lH2).7.85(lH,d,J=8.7Hz).7. 
70(lH,t,J=8. 4H2),7. 42-7. 33 ( 
3H, m),7. 18 (IH, d. J=8. 8Hz) , 5. 
60 (2H, s),4. ll(lH,ni),3. 62-3. 
54 (4H, m) . 2. 40-2. 10 (2H, m) . 2. 
00-1. 75 (4H, m) . 1. 70-1. 55 (IH, 
in),1.50-1.20(3H,iD) 


> 9 0% (NMR) 




MS 633 (M+1) 
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mmm^^ 431 


IH NMR(6) ppm 


F 

HCI >*\ 


300MHz, DMS0-d6 

8.31(1H. s),8. 16 (IH, d, J=8. 8H 

„\ *7 QQ/iu J T— D 7U'»S 7 7/1— 

7.60(4H, id),7. 37 (2H. t, J=8.8H 
7^ 7 9RC1H rfd 1=2 2Hz 12 2H 
z),7. 14 (IH. dd, J=2. 2Hz, 8. 6Hz 
^ I7(2H O 4 10(1H m) 3 I 
5 (6H, brs) . 2. 40-2. 10 (2H, ra) , 2 
. 00-1. 75 (4H. m), 1. 70-1. 55 (IH 
,in), 1.50-1. IS (3H,m) 


*fil^ > 9 0% (NMR) 




MS 616 (M+1) 






mrnm^^ 432 


IH NMR(6) ppm 


HCI 


300MHz, DMS0-d6 
8.45(1H, d, J=7. 7Hz),8. 32 (IH, 
s).8. 19 (IH, d, J=8. 8H2),8.02- 
7. 99 (2H, m) , 7. 7a(lH. t, J=8. 6H 
z) , 7. 60 (2H. dd. J=5. 4Hz. 8. 7Hz 
).7. 37 (2H. t. J=8.8Hz),7. 27(1 
H, dd,J=2.3Hz. 12.2Hz),7. 14(1 
H, dd,J=2. 2Hz, 8.7Hz),5. 16 (2H 
, s).. 4. 20-4. 00 (2H, m) , 2. 40-2. 
10(2H,m),2. 00-1.75(4H.iii), 1. 
70-1. 55 (IH, m) , 1. 50-1. 20 (3H, 
in).l. 18(6H.d.J=6. 6Hz) 


j^lfiS >9 0% (NMR) 


MS 630 (M+1) 






mmmwr^ 433 


IH NMR(6) ppm 


F 

HCI >>^ 


300MHz, DMS0-d6 
8.31(lH.d. J=1.4H2),8. 15 (IH, 
d,J=8. 8Hz).7.98(lH, dd,J=1.4 
Hz. 8. 7Hz) , 7. 68-7. 60 (4H. m) . 7 
. 36 (2H. t, J=8. 8Hz) , 7. 28 (IH, d 
d, J=2. 2Hz, 12. 2Hz) . 7. 15 (IH, d 
d. J=2. 2Hz. 8. 6Hz) , 5. 17 (2H, s) 
,4. 10(lH,m),4.05-3.90(2H, m) 
,3. 85-3. 70 (IH, m), 3. 55-3. 25 ( 
2H, m) , 2. 40-2. 10 (2H. m) . 2. 00- 
1.75(6H,m), 1.70-1. 55 (lH,m). 
1.50-1. 20 (5H,in) 


> 9 0% (NMR) 


MS 672(14+1) 
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mmm^^- 434 . . 


IH NMR(6) ppm 


N 11 


Cl^ 

R \} 


300Mz, DMS0-d6 
8. 45(lH.d, J=1.5Hz).8. 26(1H 
,d. J=8. 8Hz).8. lOdH. dd.J=8 
.8, 1.5Hz),7. 72(lH,d. J=1.5H 
z),7.64(lH,t,J=8.6Hz),7.56 
-7. 48(5H,Bi),7. 44 (IH, d,J=J= 
7. 7Hz), 7. 18 (IH, dd, J=12. 3, 2 
.4Hz).7. 04 (IH. dd, J=8. 6, 2.4 
Hz), 5. 15 (2H, s).4. 08(lH,brt 
, J=11.7Hz),3. 02 (3H, s),2. 99 
(3H. s),2. 34-2. 17(2H, bnn), 1 
.97-1.81(4H,bnn). 1.70-1.60 
(lH,bnn), 1.49-1. 21 (3H,bnn) 


> 9 0% (NMR) 


MS 


650 (M+1) 





435 




MS 



> 9 0% (NMR) 



623 (M+1) 



IH NMR(5) ppm 
300MZ, DMSO-de 

8. 42(1H, d, J=l. 5Hz). 8. 24(1H, 
d. J=8. 8Hz) , 8. 08 (IH, dd, J=8. 8 
, 1.5Hz),8.00(2H, d,J=8. 8Hz). 
7. 79 (IH. d,J=7. 8Hz).7. 62 (IH. 
t, J=8. 4Hz) , 7. 61-7. 55 (3H. m) , 
7. 44 (IH, d, J=8. lHz).7. 16 (IH. 
dd. J=12. 1. 2. 6Hz) , 7. 02 (IH. dd 
,J=8.4,2.6Hz),5. 12(2H.s),4. 
07 (IH, brt, J=12. 5Hz) . 2. 33 (2H 
, brm), 1. 96-1. 79 (4H, brm), 1. 7 
1-1. 61 (IH, brm) , 1. 49-1 . 21 (3H 
, brm) 



mmm^ 



436 



MS 




>9 0% (NMR) 



680 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 41 (IH, d, J=7. 7Hz) , 8. 30-8. 2 
6(2H.ni),8. 18 (IH. d,J=1.4Hz), 
7.99(lH,dd, J=1.7Hz, 8. 0Hz),7 
.89(1H, d,J=10.1Hz),7. 67 (IH. 
t. J=8. 8Hz) , 7. 55-7. 45 (5H. m) , 
7. 20 (IH, d, J=12. 2Hz) . 7. 07 (IH 
,dd, J=2. IHz. 8.7Hz).5. 14 (2H, 
s).4. 18-4. ll(2H,m),2. 40-2. 1 
0 (2H, m) . 2. 00-1. 75 (4H, m) . 1. 7 
0-1.55(lH.m), 1.50-1. 20 (3H.in 
),1.20(6H. d, J=6.6Hz) 
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IH NMR(6) ppm 




CI 






-N >=\ ^ 
^-^ O 






> 9 0% (NMR) 




MS 


580 (M+1) 







438 


IH NMR(d) ppm 




CI 
















> 9 0% (NMR) 




MS 


607 (M+1) 









439 


IH NMR(d) ppm 


0 

HO^ 


0 0 

F 


0 

N- 


300MHz, CDC13 

8. 60(lH,d,J=1.5H2),8.05(lH, 
dd,J=1.6Hz, 8. 7Hz),.7. 70(lH, d 
,J=8. 7Hz).7.62(2H,d,J=8.2Hz 
).7. 49 (2H, d,J=8.2Hz),7. 31(2 
H, d, J=8. 8Hz) . 7. 27-7. 23 (2H. m 
) , 7. 06 (2H, t, J=8. 6Hz) , 6. 80 (2 
H. d, J=8. 8Hz) , 5. 05 (2H, s) , 4. 3 
8 (IH, ra) . 3. 06 (6H, s) . 2. 45-2. 2 
0(2H, m).2. 10-1.70(5H,m).1.5 
0-1. 20(3H,in) 




> 9 0% (NMR) 






MS 


591 (M+1) 
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440 


IH NMR(6) ppm 


0 

HO ^ 


F 




300MHz, DMS0-d6 
8. 20 (IH, s),7. 86(2H,iii),7. 39 ( 
IH, d, J=7.9Hz),7. 34 (IH. d. J=7 
.9Hz),7.07(2H. dt, J=2. 3Hz, 8. 
6Hz) . 6. 98-6. 88 (5H, m) , 6. 83 (1 
H, d,J=8. 3Hz),5.91(lH. s),3.9 
6(lH.in),2. 30-1.95(2H,m), 1.9 
0- 1 . 50 (4H, m; , 1 . 40-1 . 10 (3H, m 
) 




>9 0% (NMR) 






MS 


557 (M+1) 







mmm^^ 441 


IH NMR(5) ppm 




300MHz, DMS0-d6 
8. 24 (IH, d,J=1.4Hz).8. 01 (IH, 
d, J=8. 8Hz) , 7. 91 (IH, dd. J=l. 4 
Hz. 8. 7Hz) . 7. 47 (iH, t, J=8. 4Hz 
),7. 43-7. 35(2H,in),7. 15-7.01 
(5H.in),6. 92 (2H. d.J=10.4Hz), 
6. 11 (IH, s),3. 90(lH.ni).2. 30- 
1.95(2H, m),1.90-1.50(4H.m). 
1. 40-1. 10(3H,in) 


> 9 0% (NMR) 




MS 557 (M+1) 





mmm^^ 442 


IH NMR(6) ppm 


0 


HCI 

Fv 

0 p >< 

F 


300MZ, DMSa-d6 

8.26(lH,d,J=1.5Hz),8. IKIH, , 
d, J=8. 9Hz) , 7. 96 (IH, dd, J=8. 9 ' 
, 1.5Hz), 7.65-7. 57 (5H, m),7.4 
7(1H. t,J=7.7H2).7. 35(lH,d,J 
=7.6Hz),7.30-7. 22(3H.in), 7. 1 
6(1H. dd. J=8. 7. 2. 3Hz).6. 88(1 
H, s) , 4. 04 (IH, brt, J=ll. 3Hz) , 
2. 98 (3H, s)2. 84 (3H. s) , 2. 30-2 
. 10 (2H, brm). 1. 94-1. 75 (4H, br 
m) . 1. 68-1. 57 (IH, brm) , 1. 45-1 
.14(3H,bnD) 


mm 


> 9 0% (NMR) 


MS 


610 (M+1) 




491 



wo 03/000254 



PCT/JP02/06405 



^ 259 



443 




MS 



O ^ 



>9 0% (NMR) 



666 (M+1) 



IH NMR(6) ppm 

300M2, DMS0-d6 

8. 23 (IH. s) , 7. 98and7. 89 (2H, A 
Bq. J=8. 8Hz) , 7. 62-7. 06(11H, m 
) , 6. 86 (IH, s) , 4. 12-3. 77 (2H, b 
rm) , 3. 72 (IH, brs) , 3. 69 (IH, br 
s) , 3. 18 (IH, brs) , 3. 05 (IH, brs 
) , 2. 31-2. 08 (2H, brm) , 1. 90-1. 
54 (7H. brm) . 1. 48-1. 13 (5H, brm 



444 




MS 



> 9 0% (NMR) 



718 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 36 (IH, s) , 8. 00 (IH. d, J=8. 7H 
z), 7. 90 (IH, d, J=9. 3Hz), 7. 80- 
7. 70 (2H, m), 7. 63'(2H, d. J=8. 4H 
z) , 7. 32 (2H, t, J=8. 7Hz) , 7. 22 ( 
2H, d. J=8. 4Hz) , 5. 62 (IH. d, J=7 
. 5Hz) . 5. 57 (IH. brd, J=4, 8Hz) , 
5.41(2H,s).5.31(lH, id),4. 29 ( 
lH,m),3. 84 (IH, d, J=9. OHz) , 3. 
50-3. 20 (3H, m) . 2. 71 (3H, s) , 2. 
40-2. 20 (2H. m) . 1. 75-1. 60 (IH, 
m), 1.50-1. 20 (3H.in) 



%mm^^- 445 


IH NMR(5) ppm 


HO 0 
OH 


\_ F 

t) Q 

F 


300MHz, DMS0-d6 
8. 36 (IH, s),8. 00(lH,d,J=8.7H 
z).7. 92 (IH, d,J=9.3Hz),7. 57 ( 
IH. t, J=8. 4Hz) , 7. 50-7. 35 (6H, 
m) , 7. 25-7. 05 (4H, m) , 6. 82 (IH, 
s),5. 62 (IH, d,J=7.2H2),5. 56 ( 
IH, m) , 5. 28 (IH, brs) , 3. 95 (IH, 
m), 3. 82 (IH, d, J=8. 7Hz), 3. 50- 
3. 20 (3H, m) , 2. 30-2. 05 (2H. m) , 
1. 90-1. 55 (5H, m) , 1. 40-1. 10 (3 
H,id) 


> 9 0% (NMR) 




MS 


733 (M+1) 
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mmm^-^ 446 


IH NMR(6) ppm 


CI 

O ■ 0'° 


300MHz, DMS0-d6 
8. 29 (IH, s) , 8. 13 (IH. d, J=9. OH 
z) , 7. 97 (IH, d, J=9. OHz) , 7. 63 ( 
IH, t, J=8.6Hz). 7.51-7. 32 (7H. 
id),7. 15(1H, d, J=12.0Hz),7.03 
(IH. d.J=9.0Hz),5. 10(2H,s),4 
. 09 (IH, m), 3. 82 (2H. t, J=6. 3Hz 
) , 3. 56 (2H, t, J=7. 4Hz) , 2. 45 (2 
H, m) . 2. 40-2. 10 (2H, m) , 2. 00-1 
.55(5H,m), 1.50-1. 20 (3H.in) 


>9 0% (NMR) 




MS 674 (M+l) 





447 




MS 



> 9 0% (NMR) 



675 (M+l) 



IH NMR(S) ppm 
300HHZ, DMS0-d6 

8. 36(1H, d, J=7. 7Hz) , 8. 14(2H. d, 
J=12. IHz) , 8. 08 (IH. d, J=8. 5Hz) . 
7. 97 (IH, dd. J=l. 7Hz. 8. 3Hz) , 7. 7 
4 (IH, dd. J=l. 8Hz, 8. 4Hz) , 7. 58-7 
.45(6H,m),7. 31(2H, s),7. 12 (IH. 
ddi J=2. 2Hz, 12. IHz). 7. 00 (IH, dd 
, J=2. 4Hz, 8. 6Hz) . 5. 11 (2H, s) , 4. 
16 (IH. m) . 4. 02 (IH, m) , 2. 20 (2H, ra 
),1.86(4H,in),1.62(lH,in),1.21( 
9H.in) 



mmm^^- 448 


IH NMR(6) ppm 
300MHz, DMS0-d6 

8. 29 (2H, m) , 8. 04 (IH. d, J=8. 5Hz) 
, 7. 93 (IH, dd, J=l. 5Hz, 8. 8Hz) , 7. 
60-7. 42 (8H, m) , 7. 05 (IH, dd, J=2. 
2Hz, 12. IHz), 6. 95 (IH, dd, J=2. 4H 
z. 8. 6Hz) , 5. 11 (2H, s) , 4. 07-3. 90 
(2H, m) . 2. 28-2. 19 (2H, m) , 1. 88-1 
. 84 (4H, m) , 1. 67-1. 62 (IH. m) . 1. 4 
0-1. 26 (3H, m) . 1 . 04 (6H, d, J=6. 6H 
z) 


„ HCI 

0 »iK 

H ^ 


US. > 9 0% (NMR) 


MS 640 (M+l) 
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449 




> 9 0% (NMR) 



MS 



692 (M+1) 



IH NMR(6) ppm . 
300MHz, DMS0-d6 

8. 31 (IH, s) , 8. 17 (IH, d. J=8. 7Hz) . 
8. GO (IH, d, J=8. 7Hz) . 7. 78 (l H, d, J 
=8. IHz), 7. 66 (IH, t, J=8. 7Hz). 7. 5 
5-7.45 (4H, m) , 7. 40 (IH, d, J=l 1. 7H 
z),7. 19(1H, d, J=12. 3Hz),7. 05(1H 
. d. J=8. 7Hz) , 5. 07 (2H. s) , 4. 10 (IH 
. m) , 3. 85 (2H, t, J=6. 6Hz) , 3. 47 (2H 
, t, J=7. 5z)2. 60-2. 50 (2H, m) , 2. 40 
-2. 10 (2H, m) . 2. 00-1. 80 (4H. m) , 1 . 
75-1. 55(lH,m), 1. 50^1. 20(3H,in) 



450 



HCI 




> 9 0% (NMR) 



MS 



670 (M+1) 



IH NMR(6) ppm 
300MHz, DMS0-d6 

8. 37 (IH, d, J=7. 8Hz) , 8. 15 (IH. s) , 
7. 97 (IH, d, J=9. 8Hz) , 7. 64-7. 45 (8 
H. m) , 7. 12 (IH, d, J=12. IHz) , 7. 00 ( 
IH, d, J=8. 6Hz) , 5. 11 (2H, s) , 4.' 21 ( 
3H, s) , 4. 18-4. 05 (IH, m) , 4. 04-3. 8 
9 (IH, tn) , 2. 29-2. 08 (2H, m) , 1. 90-1 
.74(4H,m), 1.68-1. 58 (IH, m),1.40 
-1. 17 (3H, m) , 1. 20 (6H, d, J=6. 6Hz) 



451 




>9 0% (NMR) 



MS 



654 (M+1) 



IH NMR(6) ppm 
300MHz, DMS0-d6 

8. 29 (IH, s) , 8. 12 (IH, d, J=8. 8Hz) , 

7. 97 (IH, d, J=10. 2Hz) , 7. 65-7. 59 ( 
2H, m) , 7. 51 (4H, s) . 7. 46 (2H, s) , 7. 
15 (IH. d, J=12. 2Hz) , 7. 01 (IH, d, J= 

8. 6Hz) , 5. 15 (2H, s) , 4. 13-3. 98 (IH 
, m) , 3. 21 (3H, s) , 2. 56-2. 42 (IH, m) 
, 2. 30-2. 15 (2H, m) . 1. 95-1. 77 (4H, 
m) , 1. 69-1. 59 (IH, m) , 1. 45-1. 17 (3 
H,in),0. 96 (6H, d,J=6. 5Hz) 
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mi 



MS 



452 




> 9 0% (NMR) 



640 (M+1) 



IH NMR( 6 ) ppm 
300MHz, DMSO-de 

10. 1(1H. s),8. 28(lH,s),8. 11(1H. 
d, J=8. 7Hz) . 7. 96 (IH. d, J=l 1. 4Hz) 
, 7. 95 (IH, s) , 7. 72 (IH, d, J=8. 7Hz) 
, 7. 62 (IH, t, J=9. OHz). 7. 48 and 7 
. 43 (4H, ABq, J=8. 4Hz) , 7. 31 (IH, d, 
J=8. 4Hz) . 7. 13 (IH, d, J=12: OHz) . 7 
. 02 (IH, d, J=9. OHz) , 5. 07 (2H, s) . 4 
. 14-4. 00 (IH, m) , 2. 69-2. 59 (IH, m) 
,2. 30-2. 12(2H,in), 1.95-1. 77 (4H, 
m), 1. 71-1. 57(lH,in), 1.45-1. 20(3 
H,m), 1. 12 (6H, d, J=6.9Hz) 




453 



MS 



>9 0% (NMR) 



542 (M+1) 



IH NMR(5) ppm 
300MHz, DMS0-d6 

11. 1 (IH, brs) , 8. 31 (IH, d. J=9. 4Hz 
) , 8. 29 (IH, s) , 8. 07 (IH, d, J=10. 2H 
z) , 7. 70-7. 62 (3H, m) , 7. 31-7. 23 (3 
H, ra) , 4. 40-4. 23 (IH, m) , 4. 24 (2H, s 
) , 2. 61 (3H, s) , 2. 34-2. 14 (2H. m) , 1 
. 99-1. 72 (4H, m) , 1. 66-1. 54 (IH, m) 
, 1. 46-1. 30 (IH, m) , 1. 27-1. 08 (2H, 
m) 



454 




MS 



>9 0% (NMR) 



656 (M+1) 



IH NMR(5) ppm 

300MHz, DMS0-d6 

8. 27 (IH, d. J=l. 4Hz) , 8, 05 (IH. d, J 
=8. 7Hz), 7. 92 (IH, d, J=8. 7Hz), 7. 7 
9 (IH, d, J=7. 8Hz) , 7. 59 (IH, t, J=8. 
6Hz) , 7. 55-7. 45 (4H, m) , 7. 37 (IH, d 
. J=ll. 4Hz), 7. 14 (IH, d, J=12. IHz) 
, 7. 01 (IH, d, J=8. 6Hz) , 5. 04 (2H, s) 
, 4. 10 (IH, m) , 3. 84 (2H, t. J=6. 9Hz) 
. 2. 55-2. 45 (2H, ro) , 2. 40-2. 10 (4H, 
m), 2. 00-1. 80(4H,m), 1.75-1. 55 ( 
lH,in),l. 50-1. 20(3H,in) 



495 
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^263 





455 


IH NMR(6) ppm 
300MHz, DMS0-d6 

10. 05 (IH. brs) . 8. 32 (IH. d, J=l. 3H 
z),8. 19 (IH, d, J=8. 8Hz).8.01(lH, 
d, J=8. 7Hz). 7. 67 (IH. t T=8 6Hz) 
7. 50-7. 41 (5H, m), 7. 38-7. 33 (2H, m 
),i.n \ln, ad, J=Z. 2Hz, 12. 2Hz;, 7 
. 05 (IH, dd, J=2. 2Hz, 8. 7Hz), 5. 10 ( 
2H, s),4. 12 (IH, in),3. 07(3H, s),2. 
40-2. 10 (2H, m) , 2. 00-1. 80 (4H. m) . 
1.75-1. 55 (lH,in), 1.50-1.20 (3H, 


0 


HC. ^'w 

v^v >=\ M 

0 S'"" 


iSllg > 9 0 % (NMR) 


m) 


MS 


648 (M+1) 





456 




MS 



> 9 0% (NMR) 



662 (M+1) 



IH NMR(5) ppm 
300MHz, DMS0-d6 

8. 31 (IH, d, J=l. 4Hz) , 8. 17 (IH, d, J 
=8. 8Hz) , 8. 00 (IH, dd, J=l. 5Hz, 8. 7 
Hz) , 7. 73 (IH, d, J=2. 3Hz) , 7. 66 (IH 
, t. J=8. 6Hz) . 7. 56 (IH, dd, J=2. 3Hz 
, 8. 3Hz) . 7. 50-7. 47 (4H, m) , 7. 42 (1 
H, d, J=8. 3Hz) , 7. 19 (IH. d, J=12. 2H 
z) , 7. 06 (IH. dd, J=2. 2Hz, 8. 6Hz) , 5 
.11(2H, s),4. 10 (IH, m), 3. 3l(3H,s 
) , 3. 03 (3H, s) , 2. 40-2. 10 (2H, m) , 2 
.00-1.80(4H,m), 1. 75-1. 55(1H, m) 
. 1.50-1. 20 (3H,m) 



MS 



457 




>9 0% (NMR) 



639 (M+1) 



IH NMR(6) ppm 
300MHz, DMS0-d6 

8. 41 (IH. d, J=8. 8Hz) , 8. 28 (IH, s) , 
8. 10 (IH, d, J=9. 2Hz),7.96(lH, d, J 
=8. 8Hz) , 7. 87 (IH, d, J=8. 8Hz) , 7. 6 
1 (IH. dd, J=8. 5Hz, 8. 5Hz) , 7. 56-7. 
49 (4H, ra) , 7. 19 (IH, dd, J=2. 4Hz, 12 
. 2Hz) , 7. 05 (IH, dd, J=2. 4Hz, 8. 7Hz 
) , 5. 18 (2H. s) , 4. 06-3. 97 (4H. m) , 2 
. 62 (2H, t. J=8. IHz) , 2. 28-2. 15 (2H 
,m),2. 11-2. 01 (4H, m), 1. 91-1. 87( 
4H, m) , 1. 64 (IH, m) , 1. 43-1. 23 (3H, 
m) 



496 
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mmmm^ 458 


IH NMR(6) ppm 
300MH2. DMS0-d6 


0 


UP 1 ^ k 

V-i //-O >=\ 


10. 19(iH. s).8.29(lH,s).8. 14(1 
H, d, J=8. 8Hz) . 7. 98(1H, dd, J=l. 7H 
z. 8. 7Hz).7. 90 (IH. d, J=2. 2Hz),7. 
69 (IH, dd. J=2. 2Hz, 8. 4Hz), 7. 64 (1 
H. dd, J=8. 5Hz, 8. 5Hz), 7. 50-7. 42 ( 
4H,m),7.32(lH,d. J=8.4 Hz), 7. 14 
(IH. dd, J=2. 5Hz, 12. IHz) , 7. 02 (IH 
. dd. 3=2. 4Hz. 8. 6Hz) , 5. 08 (2H. s) , 
4. 17-4. 02 (IH, m) . 2. 30-2. 18 (2H, m 
),2. 08 (3H, s), 1.87-1. 79 (4H, m), 1 
. 68-1. 59 (IH, nO . 1. 35-1. 23 (3H, m) 




> 9 0% (NMR) 


MS 


612 (M+1) 






459 


IH NMR(5) ppm 
300MHz, DMS0-d6 

8, 29 (IH. s),8. 11 (IH, d, J=8. 8Hz), 
7. 96 (IH, d, J=8. 6Hz) , 7. 64-7. 58 (2 
H, id) , 7. 51(4H, s),7. 44 (2H. s).7. 1 
5 (IH, d, J=12. 2Hz) . 7. 02 (IH, d. J=8 
.5H).5.14(2H.s).4.12-3.95 (IH, 
m), 3. 70 (2H, q, J=7. IHz) , 2. 50 (3H, 
s) . 2. 31-2. 12 (2H, m) , 1. 92-1. 82 (4 
H,m), 1.69-1. 57(lH,ai), 1.43-1. 16 
(3H.m),1.05(3H.t,J=7. IHz) 


0 


HCI 

^>~-i 

O (-^ 


>9 0% (NMR) 


MS 


640 (M+l) 



460 



HCI 





mm 

MS 



> 9 0% (NMR) 
654 (M+l) 



IH NMR(6) ppm 
300MHz, DMS0-d6 

8. 28 (IH, s) , 8. 09 (IH, d. J=8. 8Hz) , 
7. 95 (IH, d, J=10. IHz) , 7. 64-7. 56 ( 
2H, m) , 7. 51 (4H, ws) , 7. 44 (2H, s) , 7 
. 14(1H, d,J=12. 2Hz).7. 01 (IH, d. J 
=8. 6Hz) . 5. 14 (2H, s) , 4. 12-3. 95 (1 
H, m) , 3. 64 (2H, t, J=7. 2Hz) , 2. 50 (3 
H, s) , 2. 31-2. 12 (2H, ra) , 1. 93-1. 84 
(4H,m), 1. 69-1. 59(lH,m), 1, 52-1. 
17(5H,in),0.84(3H. t,J-7. 3Hz) 
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461 




mm 



MS 



> 9 0% (NMR) 



676 (M+1) 



IH NMR(6) ppm 
400MHz. DMS0-d6 

8. 30 (IH, s),8. 13 (IH. d, J=8. 8Hz), 
7. 99 (IH, d, J=8. 8Hz)> 7. 6? (IH, s) , 
7. 62 (IH, t, J=8. 4Hz) , 7. 96-7. 50 (4 
H, m) , 7. 45 (IH, d, J=8. 7Hz) , 7. 17 (1 

H, dd. J=2. 3Hz, 12. OHz), 7. OSClH, d 
d, J=2. 2Hz, 8. 7Hz) , 5. 14(2H. s) , 4. 
07 (IH. m) . 3. 73 (2H, q. J=7. 2Hz) . 3. 
05 (3H, s) , 2. 40-2. 10 (2H, m) , 2. 00- 

I. 80 (4H, m), 1. 76-1. 55 (IH, m), 1. 5 
0-1. 20 (3H, m) , 1. 06 (3H, t. J=7v2Hz 
) 



462 




MS 



> 9 0% (NMR) 



690 (M+1) 



IH NMR(6) ppm 
300MHz, DMS0-d6 

8. 30 (IH, s) , 8. 13 (IH, d. J=8. 7Hz) , 
7. 98 (IH. d, J=8. 7Hz), 7. 70 (IH, d. J 
=1. 8Hz) , 7. 63 (IH, t, J=8. 4Hz) . 7. 5 
5-7. 50 (5H, m) . 7. 43 (IH, d, J=8. IHz 
) , 7. 15 (IH, d, J=12. OHz) , 7. 02 (IH, 
d, J=8. 7Hz) , 5. 13 (2H, s) . 4. 07 (IH, 
m) , 3. 65 (2H, t, J=6. 6Hz) , 3. 03 (3H. 
s),2. 40-2. 10(2H.m).2. 00-1.75(4 
H, m) , 1. 70-1. 60 (IH, m) , 1. 50-1. 20 
(5H,ni),0. 87 (3H. t,J=7.5Hz) 



463 



0 F 




MS 



>9 0% (NMR) 
626 (M+1) 



IH NMR(5) ppm 
300MHz, DMS0-d6 

8. 29 (IH, s) . 8. 1 1 (IH, d, J=8. 5Hz) , 
7. 97 (IH, d. J=9. 9Hz) , 7. 65 (IH, br) 
, 7. 61 (IH, d, J=8. 4Hz) . 7'. 53-7. 42 ( 
6H.m),7. 16 (IH, dd, J=2. 2Hz, 12. IH 
z) , 7. 03 (IH. dd. J=2. OHz. 9. OHz) . 5 
. 12 (2H, s) , 4. 04-4. 00 (IH, ra) . 3. 24 
(3H, s) , 2. 20 (2H, ra) , 1 . 87 (7H, m) , 1 
.64(lH,m), 1.41-1. 28 (3H,m) 
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464 



HCI 





> 9 0% (NMR) 



MS 



676 (M+1) 



IH NMR(6) ppm 
300MHz. DMSO-dS 

8. 28 (IH, s) , 8. 09 (IH, d. J=8. 8Hz) . 
7. 95 (IH. d, J=8. 8H2) , 7. 73 (IH. d. J 
=2. 2Hz) , 7. 63-7. 39 (7H. m) . 7. 15 (l 
H. dd. J=2. 2Hz, 12. IHz). 7. 01 (IH. d 
d. J=2. GHz. 8. 6Hz) . 5. 10 (2H. s) . 4. 
05-3. 99 (IH, m) , 3. 34 (3H. s) . 3. 23 ( 
2H. q, J=7. 2Hz) , 2. 20 (2H. m) . 1. 87 ( 
4H.in). 1.62(lH.m). 1.33 (3H.in). 1. 
24(3H,t,J=7.3Hz) 



465 




> 9 0% (NMR) 



MS 



690 (M+1) 



IH NMR(5) ppm 
300MHz, DMS0-d6 

8. 29 (IH. d.J=1.5Hz),8. ll(lH,d. 
J=8. 8Hz) . 7. 98 (IH, dd. J=l. 4Hz. 8 
. 4Hz), 7. 69 (IH. d, J=2. 2Hz). 7. 62 
(IH, dd. J=8. 6Hz. 8. 6Hz), 7. 56-7. 
47 (5H, m) . 7. 43 (IH, d, J=8. IHz) . 7 
. 16 (IH. dd, J=2. 2Hz, 12. IHz) , 7. 0 
2(1H. dd. J=2. 4Hz, 8. 7Hz) , 5. 13 (2 
H, s) . 4. 09-4. 02 (IH, m) , 3. 77 (2H, 
q, J=6. 8Hz) , 3. 19 (2H. q, J=7. 4Hz) 
. 2. 25-2. 21 (2H, m) , 1. 90-1. 87 (4H 
. m) , 1. 63 (IH. m) , 1. 39-1. 33 (3H, m 
) , 1. 27 (3H, t, J=7. 4Hz) , 1. 06 (3H. 
t. J=6. 9Hz) 



466 



HCI 





mm 



> 9 0% (NMR) 



MS 



640 (M+1) 



IH NMR(5) ppm 
300MHz, DMS0-d6 

8. 28 (IH. s) . 8. 10 (IH. d. J=8. 4Hz) 
, 7. 96 (IH. d. J=8. 4Hz) , 7. 64 (IH. s 
) . 7: 61 (IH. d. J=8. 4Hz) , 7. 50 (4H, 
s),7. 44 (2H, s),7. 14 (IH, d, J=12. 
OHz) , 7. 02 (IH, d, J=8. 4Hz) , 5. 12 ( 
2H, s) . 4. 12-3. 95 (IH, m) , 3. 23 (3H 
, s) , 2. 32-2. 06 (4H, m) , 1. 94-1. 77 
(4H, m) , 1. 70-1. 59 (IH, m) , 1. 42-1 
. 18 (3H, m) , 0. 96 (3H, t, J=7. 2Hz) 
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467 


IH mid) ppm 
300MHz. DMS0-d6 




CI. 

HCI >=\ 


8. 28 (IH. s),8. 08(lH.d.J=8. 7H 
z) 7 95 (IH d T=8. 4Hz) 7 60 ( 
IH. t. J=8. 4Hz),7.59(lH. s).7. 
51 (4H. s) , 7. 45and7. 42 (2H. ABq 
. J=8. lHz).7. 14(1H. d, J=12. OH 
z), 7. 00 (IH. d. J=8. 4Hz), 5. 14( 
2H. s).4. 12-3.95(lH.iii),3. 70 ( 
2H. q, J=6. 9Hz), 2. 30-1. 98 (4H, 
m) . 1. 94-1. 79 (4H. in) . 1. 69-1. 5 


n$[ > 9 0% (NMR) 


9(lH,in). 1.45-1. l7(3H,in). 1.0 
5 (3H, t, J=6. 9Hz) , 0, 94 (3H. t. J 
=7. 5Hz) 


MS 


654 (M+1) 






468 


IH NMR(6) ppm 
400MHz, DMS0-d6 
8. 25 (IH, s) , 7. 96 (IH, d. J=8. 8H 
z).7. 90 (IH, d. J=8. 8Hz),7. 55 ( 
IH. t, J=8. 4Hz) . 7. 46 (2H. d, J=8 
.7Hz),7.41(2H. d,J=8. 7Hz),7. 
10-7. 00 (2H, m), 6. 98 (IH, dd, J= 
2. 2Hz, 8. 7Hz),5. 05 (2H, s),3. 9 
8 (IH, m) , 3. 84 (3H, s) , 2. 30-2. 1 
0(2H.m),l. 90-1. 75(4H.ni). 1.7 
0-1. 60 (IH, m). 1. 50-1. 20 (3H, m 


0 


CI 


MS >9 0% (NMR) 


) 


MS 


585 (M+l) 





469 




US. 
MS 



>9 0% (NMR) 
654 (M+l) 



IH NMR(6) ppm 
400MHz. DMS0-d6 
8. 26 (IH, s) , 8. 02 (IH, d, J=8. 8H 
z),7. 93 (IH, d, J=8. 8Hz),7. 60- 
7. 50(6H,m),7. 45 (IH, d, J=8. 7H 
z) , 7. 08 (IH, dd, J=2. 3Hz. 12. OH 
z) , 6. 97 (IH, dd. J=2. 2Hz,- 8. 7Hz 
),5. 18 (2H, s),4. 85 (IH, sept, J 
=6. 6Hz) , 3. 98 (IH, m) . 2. 40-2. 1 
0 (2H, m) . 2. 00-1. 80 (4H, m) , 1 . 7 
5-1. 55 (4H, m) . 1. 50-1. 20 (3H, n 
),1.02(6H.d,J=6.6Hz) 
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> 9 0% (NMR) 



MS 



814 (M+1) 



IH NMR(5) ppm 
300MHz, DMS0-d6 

8. 39 (IH. d, J=l. 4Hz) . 8. 04 (IH. d, 
J=8. 8Hz) , 7. 98 (IH, d, J=2. 2Hz) , 7 
. 95 (IH. d. J=8. 8Hz), 7. 78 (IH, dd, 
J=2. 3Hz. 8. 5Hz) , 7. 57 (IH. t, J=8. 
6Hz) , 7. 50 (2H, d, J=8. 8Hz) , 7. 45 ( 
2H, d, J=8. 8H2) , 7. 39 (IH, d. J=8. 4 
Hz) , 7. 10 (IH. d, J=12. IHz) , 6. 98 ( 
IH, d, J=8. 6Hz) , 5. 65-5. 60 (2H, m) 
, 5. 35 (IH, d. J=4. 2Hz) , 5. 08 (2H, s 
) , 4. 00 (IH, tn) , 3. 93-3. 84 (3H, m) , 
3. 50-3. 30 (4H, m) 2. 54 (2H, t, J=7. 
8Hz) , 2. 40-2. 00 (4H, m) , 1. 95-1. 7 
5 (4H, m) , 1. 70-1. 55 (IH, m) , 1. 45- 
1.15(3H,ni) 



471 




MS 



> 9 0% (NMR) 
311(M+1) 



IH NMR(6) ppm 
300MHz, DMS0-d6 

12. 78 (IH, brs) . 8. 30 (IH, dd, J=0. 
9Hz, 1. 5Hz) , 8. 22 (IH, d, J=l. 5Hz) 
, 7. 95 (IH, d, J=l. 8Hz) , 7. 94 (IH, d 
, J=8. 4Hz) , 7. 85 (IH, dd, J=l. 2Hz. 
8. 4Hz), 6. 96 (IH, dd, J=0. 9Hz, 1. 8 
Hz) , 4. 46 (IH, m) , 2. 40-2. 10 (2H, m 
),2. 00-1.20(8H,iii) 



501 



wo 03/000254 



PCT/JP02/06405 



269 



mmm^^ . 702 


IH NMR(6) fipiD 

300MHz, DMS0-d6 
8. 97 (IH, d. J=1.8Hz),8. 52 (IH. 
d. J=2. 4Hz) , 8. 36 (IH. d, J=7. 8H 
z),8. 16(1H. s),7,96(!H,d, J=8 
. lHz),7. 55-7.40(5H,m), 7. 14 ( 
IH, d, J=12. 6Hz), 7. 01 (IH, dd, J 

— O ^U. 1 DIJ^\ C 1 1 You ^\ A 

=8. 4n2, 1. oHz; , 5. 11 l2n, s; , 4. 
20-3. 95 (2H, m) , 2. 65-2. 45 (2H, 
m), 1.95-1. 80 (5H,id), 1.20-1.1 
0(3H.in) 


HCI CI, 

b >v 


>9 0% (NMR) 


MS 641 (M+1) 




mmmwr^ 703 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 97 (IH. d. J=1,8Hz),8.52(1H, 
d, J=1.8Hz), 7.82(1H, s).7. 70- 
7.35(7H. in),7. 13 (IH, d, J=12.3 
Hz), 7. 00 (IH, d, J=ll. lHz),5.1 
4(2H, s),3. 60-3. 35(4H,m),2.6 
5-2. 40 (2H, m) , 2. 00-2. 55 (9H, m 
), 1.40-1. 10 (3H,m) 


HCI CI 

9 F\ 0 

. b ><^ 


> 9 0% (NMR) 


MS 653 (M+1) 



502 



wo 03/000254 



PCT/JP02/06405 



*|±lSt±> 0 3^t?|±IM$Hfeit#IS2 001-19378 6RtJ«#®2 0 0 1- 
3 5 1 5 3 7 t:mmt Lr*5 U , -?:tib©rt5^tt:*:Wi8B§t-^-^$H5 

So 
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G'i-i. c(-R')^ mmm^s mnmi-. xnR'xm^^tixhJ^^^mmm^x 

:l:lx. r\ r\ R^RXJ^RUt. ^n^fim^Lx. 

(.2) C\-^T J y( )V^^ 

•=i=¥v/S> Cl-6 7/^-==^ v'C 1-6 7/1^3 Cl-6 T/l^^df v/J^yU'^'^/l'S 

&TJ«C 1-6 T7l'=Sr/WT 5: y £„ 
(7)-COOR'\ 




[I] 
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WbCl-6 T/l^'^e/l'S. Cl-6T/^;«;y'l'>'WSs -(CHj) ,-COOR"> -(C 
H2),-CONR"R''\ -(CH2),-NR"R''\ - (CH^) , -NR"- C OR'*. 
-(CH2),-NHS02R". -(CH2),-OR". -(CH2),-SR". -(CHj) 
, - S O2R" RXI- (C H2) , - S OjN R"R''^ 

(8) -CONR"*R'"s 

Ci::T?R'*3^tJ5R*Mt. ^H^ax3&SlU-r. Cl-6 7/v=3=3f-v£XJ^ 

tb-r^> J; VNC 1-6 Tywdr /US (S&|B3t^<^ii'5«) ^it^-fSo 

(9) -C (=NR='')NH2. 

(10) -NHR''\ 

rr-CR'Mi. Tic^Jli-?. ci-6 T/u^y 'r>'^SXfiCl-6T/^^/^;^>'^3^^=/^ 
S^it*i■5o 

(11) -OR"\ 

(12) -S02R'\ 

r:i-eR'M*x 75y£> ci-6 T/^^^f/vSxiici-eT/v^^e/vT 5 y 

(13) -P(=0)(OR''")2 

:i;i-eR°"li. i^MU^. g^^nrtj J;v^ci-6 r/u=aryi-S (mflB^^t^ii 

6-14 T y — 7UC1-6 T/l^'^/l^^^WMi'^c 
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(1) T6&^^^--:^c ii^^mitti^ 1 75^ 5 fflofi^^ST-B^^tiT h J: v> C3-8 

i5^yU-y C ; TKi^Sx y C 1-6 T Jl^^/\^&RtJ^C 1-6 T/W 3 ^i^&o 

(3) 




(1) C6-l4Ty-/^£^' 

(2) C3-8 i/'^ P r7\^^^^1^s 

(3) C3-8 -^iJ' pT/U^^/VS. 

(l):;!K^J[^^x 

(4) -OR"" 

^l^-CR-M^i^ Tk^lf.^^ C 1-6 T/W^^l-SXJlC 6-14 TU->'^C 1-6 T/V'^e 
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(6) Cl-6 7/1'=¥/^^>'^jJ^ = /1'£n 

(7) gi^$nTtjctV^Cl-6 T/l^^Sr/US (fiiil5^^(^a !9 o ) ^ 

(8) BUlB A b 5 1 3 0»ifeST*«lfe $ nx i V ^ C 2-6 

(9) -COOR'\ 

(10) -CONH-(CH2) i-R''^ 

>.^^,Raioj^^ a^$:}x-ct> iv^ci-e T/L'^/i^S (H^^IB^a<^ii'9o)^ ci-6 

1 6 <DSic^it*-r,5o 

(11) -OR'". 
(12) 



(i')C6-i4r y -/i-s. 
(2')c3-8 ^Xi? pt/i^^/^Kx xn^ 



— Y 




(Z)w 
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(1* ) TIB iJ^/w- •T'D 5 « > 

(2' ) TIB i/;^- 7^ D Ti^^ b M {iti 5 1 75 ^ 5 ^ <D g^S -C $ ttX J: V ^ C 
6-14 T ]) 

(3' ) r^^/^-yo bmtiii^^ i Jbm S ^ottJ^S-Cgm $ t J; v> c 
3-8 i/^ P T/l^^/USx 
(4' ) TE^>'V-:^D i)> ^mtifi^ 1 7511 5 ^BoglfeSXg^ $ ^ i v> C 

6-14 r y -71^ C 1-6 T/^^>'l'Sx 

(6' ) TlBi//i--:/D ^O^* ?j JlJ^tiS 1 5 flUOgt^SXttife ^ixT 'b J: v^-^x 
iifitlS 1 5 #1 (^KJfe^T'g^ ^fixh J; v^^x o ^Sj xg^ $ titc C 1-6 

(c) v^TyS> 

(d) = hnS, 

(e) e^$tuTt> J;v^Cl-6T>'^^;^£ (MIB5e^<z>ii'!)o)^ 

(f) -(CH2)t-COR'^ 

(1' ' ) $ tuT t i V^ C 1-6 TJi^^JUm mU^U<Dm *)o)s 

(2") mm v/i^- •fBi!)^ibmi-ifi?>i7bM5m<o a^sxa^ ^ tb-c ^ j: v ^ 
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:L^X'R^'^\t. :^mW-^l'. g^^tiTt <J:v^cl-6 T/w=^r/wS (mflE^aoji 

6-14 T i) -/use 1-6 TJ^^J^^^^M^-t^o 
(h) - (C H2) t - C O N R'"R»'\ 

(3" ) MlE:J^Vi--7'B bilfitLS 1 5 <@©fi^ST'«^ ^ ti.T t> j; V^ 
C6-14 7 y 

C6-14 T y — 7^01-6 Tv'V^/^S^ 

(5' ' ) MISi//u-:/B iii^' 1 Tili 5 fi©it^S-eBi$^$ ^xT 1> i v^ 

m\fn 5 1 7!?S 5 <il ©fi^STfi^ $ tbX t> J: v^^7^ u ^Sj Tgm $ ntz. C 1-6 

C3-8 V:?' PT/l^=^/^Ss 

(8" ) «$|B r/yw- y B e) ® «tt § 1 75 S 5 ^@ (D g^ST-®m § t> J; V > 

C3-8 Vi? nT/^J^r/vci-e T>'^^/^£^ 
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do" ) Cl-6 Tyl^^i ^i/£T-ifo > 
(i) - ( C Ha) , - C (= N R''=*) N H2, 

(j)-(CH2),-OR'^ 

(4' • ) miBiZ/v-:?' Aja^ fjiums 1 tijm 3 #i<Dfi^^ST-s^$ tix i> vn 

C2-6 T/l'^ar^/l'S. 

(5" ) fttflB i^Vu- 7* B b it ff n S 1 75 M 5 ^ (7? g^S t?g^ $ ^XX t> J; V^ 

c6-i4r /l-Sx 

(6" ) Hij|Bi?'7V-7'B biifitvS 1 5 i@<^Km£X»i^$^-C t> i v> 

C 6-14 r y^/l'C 1-6 T/l"¥/^S> 

(7" )filBiy;v-:/BA^bM«*vS 1 s^rommS-Cgm^tLT^ J;v^ 

(8' ' ) mU i^Vi'-y B bm\-ifi 5 1 7!;S 5 ^<^fi^S-efi1fe ^ t J; 
(9" ) MISi/y^-T^B b®fms 1 5 i@<7?g^Sr'g^ $ ;JtT 4> J: 

(10" )itiiat/>i'-:^B;a*b^ litis 1 75M5<B(^gms-c®m$n-ct> J;v^ 

C3-8 t3 T>'^=3r/^Cl-6 T/v=3r;uS-C'fe •? s 
(k)-(CH2) t-0-(CH3),-C0R'^ 

^^-^.rb21}^^ r^ym. Cl-6 T/U^Jr/WT^ y SX(i^lBi^>'^-7°B*^t31 
(D-CCHj) ,-NR»2''R'". 
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(3' ' ) B&|B^y^-:/B bmt£ti?> 1 5 ^©gJ^S-egt^^tLT t> J: V^ 
C6-14 T y — yuS. 

C6-14 T y — /l^C 1-6 T/^=3r/p£, 

(5" ) HfffB^/i--:^B b^fftt ^ 1 5 i@<^g^ST'gJfe $ tlT i V> 

(6* ' )g&iS^>'i'~:/B :6=' e>31fftL5 1 5 fi©g|feST-gJfe$nT J:v^ 

(m) - (C Hj) » - N R'^'C O - R'^\ 

r r XR"^^ it. . T^mm^. C 1-6 r y^=^/^«X{iC 1-6 T/i':* y /^S<SrS* 
(l")T^/S. 

(2")Cl-6 TJi^'^Ji-T^/M. 

(3" ) g^ $ ;h.-C J; V^ C 1-6 T/U=ar/i'S (glilB^^<^)ii •? o ) X 

(4' ' ) tulE^/i^-T^B b jif^;}x-5 iTbms m<om^&xm^^ tiXhX\f^ 

C6-14Ty— /l^Ss 

(5")pilBi/>'i'-yB;6>bSf^tb?) 1 5 j@©gife£T'g|fe$tiTti J:V^ 

(6" )ME;/^^-7'B 1 753g 5 ®<Dgm£"Cg|^$ ^XX J: V^ 
'^■rPSCl-6 T7U=¥/v£^ Sr^fti-5o 
(n)-(CH2) i-NR'-'SO^-R'^ 

z.:iXR"'itmU^m<Dm^xh^. R'"{4> tK^^-x gm$tiTt> ivNC 

1-6 r^U^^ywS (HtFlB^^<^ii'3c). BUlBi5^/l^-:/B;6^b^{ftl5 l7dS5ji(0 
*1^ST'gm$tuTt> J;v^C6-i4 T V -/\^mxiiw\^^^^-zf Bi)^bmitfi^ 
1 5 1@OgiftS-eg^ $ tbX t> J: v^^-r a ll£Srit*i-5 o 
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(o)-(CH2),-S(0),-R'^ 
(p) - (C Hj) t - S Oj- N H R-^', 

6-14.T y ->'VSXf:ifIIB^-'^-yBd^bilW:tbS 1 5 <@Og^S-efl1^$ 

St/. 

(2') Cl-6 TJl^^^^y. 
(3')C2-6 T/\^^^i^:^^ 
(4')-(CH2)„-0-(CH2)„-. 

UT. mRUnl-i.. ^fi^nik^L\^X. 0 3?.fil75ii6©Sfc^it*-r5o 

(5') -CO-. 

(6')-CO,-(CH2)„-. 

(7')-CONH-(CH3)„-NH-, 

(8')-NHC02-x 

(9')-NHCONH-, 

(10')-O-(CH2)„-CO-. 

(ll')-0-(CH2)„-0-. 

(12')-S02-. 

(13')-(CH2)„-NR-^'-(CH2)„-. 

;irT*R"^=^fix 
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(3' ' ) BUlBi5^/^-:/ B e>ii«ti S 1 5 1®<^«mST-em$ JlT t> i V^ 
C6-14 T y — TjU^/I^^s 

(4' ' ) mi^^^-yBn^ hmtiti^ ijbms ®<^a^s-cg^$ivr ^ j; 

C6-i4Ty — ywS. 
(6")-COR«*. 

6-14 T y -yuSXtimilEi/vi— /Ji^ biifms l 5 ffl(^)S^SX'etfe^ 

(6")-.cooR''* (R*"\t^^mm(omvo). X^s 

(7")-S02R" (R"ttft&fB^il<^a»5o)x 
(l4')-NR""CO- (R'"{imiia<^^^i:I^CJ. 
(15' ) - C O N R-''^- ( C H2) „ - . 

rrT'R""{i, T^mmf-. ei^^tLrt)<fcv^ci-6 Tyv^yi-s (mm^^<Dm 

6-14 r V — ;^Cl-6 T/>=¥/^£Sr#*i"6o 
(16')-CONH-CHR'"-x 

t> J;v^c6-l4 ry — /^S^#*1-§o 

(17' ) - O - (C H2) „- C R'lSRaU. (c „ 

(1")7K^1^.T-. 

(2"):*;U7j?^V/v£. 

(3")Cl-6r/l'^/l'£x 

(4")-OR''^ 

^irT-R'-Ml^ ci-6 Tyv^^vSX^tce^H T y->'VCi-6 T;v^/wS^l:* 

(5")-NHR" 

513 



wo 03/000254 



PCT/JP02/064P5 



(6") 



(18')-(CH2)„-NR»"-CHR'''- (R'^RU^R'" fi. ^^mfrlB^^O 
(19')-NR*"S02- 

(20')-S (0),-(CH2)„-CR'^^R''^«-(CH2)„- ( e }i 0 . lXfi2T'fc 
(21')-(CHj)„-CR»"R»"-(CH2)„- (R''"'&t;fR'"{i> ^tL^'^XH^IB^ 

2. G\ G\ G\ G\ G\ G\ G\ G'St>'G'© 5 1 75^4^:55^^^ 

3. G2d5C(-R=')T'fcl9. G«;65^3gmT-T'fcSff3H:«2l2*fe(^)CMflT2J^f&i^ 



5 . -^5^; [ I ] © 





6- 
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6 . -m^ Lii (D 
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7. TiE-^^ [i-i] x'm-^n?)m'^mit^^x\tmm±ff^^ti^t<D 




[1-1] 



8 . Tia-^^ [ I - 2 ] -C'^ $ 5 m^mit^<^x nmm±ff^ ^in^^om. 




9. TiB-^^ [1-3] xm^n^m'tmit'^^xnmm±ff^^fi?>^(D 
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[1-3] 



10. Tis-^^ [1-4] •r:^m^ti^m^mit-^<^ximm±ffm^ti^'t 



s 




[1-4] 



OOR"^ -CONR"=R"\ -SO2R"' (R'\ R'\ R" RW' itW^^ I 

/I -JY -^Y 

12. R\ R\ R'RtJ«R*<Z)9*)'>^.?< tt> 10;a^ */V7)?^;/>rUS. "C 
OOR''\ -CONR»==R^'3?.(4- SO^R" (R-'^ R*'^^tJ«R'Mi^*^ 1 
lE«c<^iil9T-fe2)o) ffcSW^l 1 t^|BS<^C^ffF2}^f^»Jo 

13. R\ R\ R'RXfR*(Doh'>^J:< thl^:i>^-COOR'''Xhr) . R" 

14. R\ R\ R'R-C^R^O'^f-b'PfjiK t.hl^-iK m^^'F. Mmm'f'R 
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1 6. ^Cy*^ 




1 7 . m.At^. C6-14 T y -y^ST♦fcSm*S 1 75M 1 6 CDl/N-f 3x;5^C|E^© 

o:d5> ci-6 rj\^^ ^i/Cl-Q T/W3^^/ST'gm$tbfctifeST'fe5l!|3R« l 75 
Ml 7 (DV^-fn*^lr|B^©cMfff0^?§!i»lo 

1 9. Yi)K -(CH2)„-CR'"*R'"-(CH2)„- (4lB#f±. 1 IBS 
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Y ^:f_ 



ir r"' R*" 




0 



/ ^x 



"V^^ "^A, "^A, 



0 

0 0 0. « ,0 



, . /S^E^ /S^E^ 

-'v^)f ^^Vy^o -^vJ)f ~"\J)f 



>ih Jr\h Q 

K — Nv .S=0 — .S^ 



— 



,a3S R' 



.835 



^*H341z:U-C.7j<:|feJg^Xfi Cl-6 T^'V^^vS-Cfc . f ft l TiM 3 ©S^t^fc D . 
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\\ o^/P 



2 3. ^J\^--:rD(0{p'fj:< i!l>-oiS-(CH2),-CONR»"R'^(#lB#ri. 

2 5. t//l'-yD<^^i>/^< i:'b-o;6S-(CH2)t-0-(CHj)p-COR'"(# 

2 6. ^;U-yD<D''pt^< th-^t^-iCH^) ,-NR"'CO-R''' (^13^ 

2 7. ^jU--:/D<D(i^fji< i:t>-od5-(CH2)t-NR''"R''2=' (#SE-§^«> It 

2 9. Tia-^^cii]T-«$tLS«i^s<k-a'#ixiti!{^±fF^^tLS^(^ii. 
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(1) 7K^J!l^> 

(2) Cl-6 T ^ 

(4) i/r / 

(6) TIB^/i^-y A ^5 1 3 <@©e^ST'g^ ^ t J: C 1-6 

=l=3rv'S^ Cl-6 7/^=1 =¥v^ Cl-6 T>'^=I^^/S^ C 1-6 r/^=i =3r i/;^7/^:!}^'=/US 
RTJ^C 1-6 77U=^/^T 5 y So 

(7) -COOR'\ 

;ir-CR''W:. S^$HTt) J;V^Cl-6T>'V=3r^wS (huIB^^^jI '9 „)x TIB 
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WbCl-6T/W=^r/uSx Cl-6r/U;t7y-Y/^Ss -(CH2),-COOR". -(C 
H2),-CONR"R''\ -(CH3),-NR"R^ - (C H^) , -N R"- C O R". 
-(CH2),-NHS02R". -(CH2),-OR"x -(CH2),-SR". -(CHj) 

, - S OjR" 25.tK- (C H2) , - S OjN R"R''\ 
rrT'R"2itr>*R''M4. ^ti-e'tt3AS:LT. 7K^il-?3Z.fiCl-6 7/i-=¥/i-«t:E 

(8) -CONR''R'\ 

(9) -C(=NR'"')NHz, 

(10) -NHR"\ 

irT*R'*tts 7K§^i!l^> ci-6 T/^;«7/-i'yvS3lfiCl-6 T>'i'=¥/w:^/w^^/i^ 

(11) -OR". 

(12) -S02R'\ 

(13) -P(=0)(OR'")2 

6-14 r y — /UCl-6 T/V'^y^S^iC^I'So 
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(1) TIB^^/l'-T^C 75^ b®im?> 1 5 ^©ffi^SX'gm^ t i V> C 3-8 
(2) 



(1) c6-i4 ry — /vSx 

(2) C3-8 i/^ D T>'^=^^t'Sx Xit. 




)v 
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(1) TIB^/i^— y D ^ ildtn 5 £^ 

(2) TIEi^/^-yD i)>ibmtiifi^ iTb^S ^<7)g^ST*fi^$ ttT h X C6-14 

(3) TI5^/w>-yD P>il«ti5 1 5 ffiOig^ST-g^^ tiT t J: C 3-8 

T 1-6 T/^^/l^Sx Xfts 

(6) TIBi^/^-:^D /O^ Pj^tms 1 5 mom^MX^W:^^ tiX h J: </^^x o 

(c) v'T / 

(d) =^ b P 

(e) $ tLT t> J: v> c 1-6 T/i^^^^s imm^B(om ^o). 

(f) - (CHj) t-COR»'\ 

(i')B^$^x'CtJ:V^Ci-6 Tv'i-'af/uS (tulB^^^ii •? o)> 
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6-l4Ty-/^Ss 

(3' ) H&IBi//^- T'B biltf 1 Jbm. 5 ^® gmSX-g^ $ ixT i 

(g) -(CH,) .-COOR'". 

6-14 ry-zi'Sc 1-6 Tyw'^/i'SSrit^i-So 

(h) -(CH2) t-CONR'"R''»> 

^rT'R''"Xt>*R^="'(4. -etl^'^^i&lELT. 

(2* ) ft^ ^ ixT t i V^ C 1-6 T/Udr/l-S ( Wia^^Oil !9 o ) . 

(3' )b&ie^>'1'->^b /O^biifms 1 Tbmbmomt^&x-m^^inxhii^^^c 

6-14 T y --'^S^ 

(4' ) gfiB j//^- ■T'B^o^fj^finsiTj^is ^oe^s-cetfe $ tb-C t J; V > C 

6-14 T y — /i^ci-e T/w^/^S^ 

(5' ) iiiBi//i'-:/B b^fJtts 1 7bm dmom^mxmm ^ t^-r j: v^-- 

(6* )fltFlB^ywy B ^J:* bjirftbS 1 5 j@(^llJ^IS-C*e^^ ^tiXhX 
7"n^Cl-6TyV'^/WSs 

rrT-^^-.XD^Cl-6T>'^^/^S«:> HulB^SOii •? (7) rgi|Bi//i'-7'B 

Cl-6 TJU^^um^MM-t^o 

(7' )i[ia^/w-7'B /i^b^Ji^^ 1 5i®<^S^STrai^$nT j;v^c 
3-8 ->:J^ ar>'^^>'^S^ 

(8' ) gfilB^/^-T'B ^iltf 5 1 TSM 5 ffioS^feS-egtfe $ ti-r J: C 
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3-8 a T/v^^f/^C 1-6 r /V'=¥yi'Sx 

(10')Cl-6 T/l'^^v^S-efc «? X 
(i) - ( C H2) t - C (= N R'="') N 

(j)-(CH2),-OR'^ 

(3')@^$3^■C1>J:v^C2-6r;^'{^=7^S (fl9IB3e^©ii«?o)x 

2- 6 T/W^^/l'Sx 

6-14 T y -yUSx 

6-14 T y — /UCl-6 T/^^/^S^ 

(r ) MIS iJ^/W- ■T' B b j1 «ttb 5 1 75 S 5 <@ <D g^SX-e^ $ ttX t> «t V ^-v^ 

(8' ) Miai5^Vu-:/B ;6^b®{in2> 1 5 te(DttmS-C*a^^^x-C t> J:V^^ 

3- 8 i^i^ DT/U^/l^Ss X{*x 

(10')H&lB^/l--^B35='b^f^tb5 1 75^5^i©ttl^S-egm$tbTt> J;V^ 

C3-8 i^iJ' P T/V=¥/^C 1-6 T/^=Sr /l^ST-fc "5 > 
(k) - (C Hj) t - O - ( C H2) p - C O R'^\ 

rr-CR"'flx T^ySx Cl-6 Tyl'^/^T 5 yS3lMlEi//V-"/B*^b® 
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(1)-(CH2) ,-NR««R"2\ 
(l')7lc^JS^-. 

(2')gi^$^^■Ct> iv^ci-e Tji^^^i^& (B^^la^^^oii!Po)^ 

(3' )fltrlBi/yi'-:/B a^^mfiti^ i ibm 5 ffi©fi^ST'gi^$ ttr t) i; v^c 

6-14 T !) — >'^S^ 

(4' ) fa /w- B ^ ^ n S 1 75 11 5 ^ © -e em $ 3^T t> J; v^ c 

6-14 T y — /WC 1-6 r/l^^/^S> 

(5' ) gflE^yl^- >^B 1 75M 5 ii^gJ^ST-gm^ tlT i V^-^ 

7'pSCl-6T/^=^/^S^ Xn. 

(6')HulB^>'l'-:/BiO>bSf^n5 l751i51@©»^feST♦»^^tLT^>J:v^^ 

(ro)-(CH2) t-NR'^'CO-R-^ 

;ir-eR'"{*. 7K^M^^> C 1-6 T/V=3r yuSXttC 1-6 T/W;*? y-l'/l'S^^E* 

(i')T^ys. 

(2' ) C 1-6 T/^=^>'^T ^ y 

(3')tt^$tlTt>iV^Cl-6 T/U^/l^S (fl^^lB^^<^3it»o)^ 
(4' ) BUlBi^/W-T^B d^f^atmS 1 5fiOtt^ST'gi^$ tLT t> J:V^C 
6-14 7 y — >'^£^ 

(5' ) HtflS^/l--:/B b iitf 3^S 1 TiM 5 1®<^EmST'S^$ t> X V^-^ 

XP^Cl-6 T/l/dr^l^S. ^E*i"^o 
(n)-(CH2) .-NR'^SOa-R"". 

ttmST-ei^^tLT t iV^C6-14 T y -/l-SX«milBi5^/^-7'B A^bSfmS 
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(o)-(CH2),-S(0),-R''^ 
(p)-(CH^).-S02-NHR•^ 

6-14 r y -/wsxfifitiia^/^-^B /S^t)^(ftT>5 i 73;M s 

(2) Cl-6 T.'^^l^V. 

(3) C2-6 r/i^^::^U>, 

(4) -(CH2)„-0-(CH2)„-. 

(5) -CO-. 

(6) -CO,-(CH2)„-, 

(7) -CONH-(CH2)„-NH-. 

(8) -NHC02-. 

(9) -NHCONH-. 

(10) -O-(CH2)„-CO-x 

(11) -0-(CH2)„-0-. 

(12) -SO,-. 

(13) -(CH2)„-NR'"^-(CH2)„-. 
^L^lT^R'^ti. 

(l')7Kfgll^x 
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(2' ) fi^ ^ ^xT t i v> c 1-6 rjv^i\^^ (B5!5^a<^ii •? J . 
6-14 r y — yi^ci-e 
6-14 r y 

(5')-COR''\ 

6-14 T y -/w£X{iSulB^>-:^B;{)^bii«tL5 1 TiM 5 ii^Dg^ST'g^^ 
ttXfc J:v^C6-l4 ry — /i'Cl-6 T/u=¥y^SSrE*'t"5o 

(6')-COOR" (R'"*»:±M1B^aroiii9„). 3^.fi^ 

(7')-S02R'"' (R''MiMlH^S<^ii'9o)^ 

(14) -NR""CO- (R«"«;H5IB<7>^ai:l^i:o)s 

(15) -CONR''^''- (CH2)„-. 

!3 o ) X«StrlBj//^-:/B bilfiH?) 1 TiM 5 ^©ffi^SX'gife ^ tj J; C 
6-14 T y -/vc 1-6 T/V'3s^/^SS:it"*■f6o 

(16) - C O NH- C HR""-. 

1)iv^c6-l4 7 y — /^s^^^i-^o 

(17) -0-(CH2)„-CR"'R''^*-(CH2)„-. 

;l:lT♦R•"&t/R''''^*^ ^tv^ti3feS:UT. 
(i')7kigM^=-> 

(3')Cl-6T/V^>'WSx 
(4')-OR^ 

r r T-R^'fis ci-6 r/i''¥yi'Sxiic6-i4 T y -y^ci-e r 
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(5')-NHR" 

r^lT-R'-Mi. Tk^m^. Cl-6 T/i-=¥/i-S^ Cl-6 T/l';^^ 'f /l'SXI4C6-14 
(6' ) 



-(CHp^-:— (^J)-(Z')w' 



■90)^ 

(19) -NR'"S02-. 

^ - X'R''^' {1. TK^il-T-Xli C 1-6 T^^^^l^mtrM^^^o 

(20) -S(O),-(CH2)„-CR'''^R"''«-(CH2)„- (ettO. lX{i2-efo!3. 

(21) -(CH2)„-CR''"'R'"-(CH2)„- (R''''*&tJ«R''"'fi. ^MinmB^m 
3 0. TIB-^^ [ii-i] ir^$^sfl*«2 gfa^^i^^m^b-B-^J^M 




-Y— ^V)-(Z)w [11-1] 
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wo 03/000254 



PCT/JP02/06405 



3 1. Tis-^^ [II- 2] -ea$ti.§fs*«2 du^o^m-^mt-^^xfim. 




3 3. Ti3-^^ [II- 4] T'«^tL2)f»^3S2 smuff^m^m^t-B-^xitm 




OOR'\ -CONR-'R"". -SO2R" (R". R'\ R'^S-tTR" ttf**^ 2 91B 

531 



\ 

wo 03/000254 PCT/JP02/06405 




3 5. R'. R\ R'Rm*(Doib(}>tii< tiil^r^ :iJ -C 
OOR-'Xtt- SOjR"' (n::X'R'"5.I>*R"'{iW*^2 9|2«(Djii9o) T-fc5 

3 6. R\ R^ R»5.t5R^©5-^ii>^j^< t> lO}65, ^yl^Tj^driz/v^Xft- 
COOR"' (rrT-R'Mtlt*3^2 9|E«<^a»?„) T-fc5lt*^3 SlE^^Jg-a- 

3 7. R^;6S;;i7/W#:3S^iy/UST-fc 0. R\ R' S.t/R' ^O'^TK^iS^ "efc ^It^l^JS 

3 8. R\ R\ R^Rx:^R*<Doh(}^^l<ttlo:d^-COOR'"X^hV. R"' 

3 9. R'. R^ R='S.t;«R*©9*>^!'^''jt< t ^> g^J^^^ 
lt*«2 9:/5M3 3©V^-fix;{)^tC|a®(^|i^^ib-a'i^XfiM^±W^^ixS^© 

4 1. ^Cy' iy-!^ u^y^jVM. a^^^rv'/^SXttv^iJ^ d^T^^yw 
4 2. mCy' i>K 
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wo 03/000254 



PCT/JP02/06405 




4 3. SA' t°i;v^/l/S, t°7v?::^/V£. f y 5: i^ci/WSX 

44. SA' ;6S. i^/V'S-efe5lt3l^Jl4 3|5«OiSl^m<b 

4 5. »A' dS. :7 3i^yWST-fc5lSi^^4 4|B«(Z)«g'e'm^k'^tlX{tMII± 

4 6. iZ/l^-T^AClctoTK^^tlTt) J;V^g^^£0 9 *?ii>?fe< i tiiSTtl^^O^l 
Cl-6 T/l'Sdri/Cl-e T>'^3=¥v'STtt^$tLfcgJ^£T'*)6W3}t^2 9 

4 7. Y;65. -(CH2)„-0-(CH2)„-. -NHCO^-. -CONH-CH 
R""-. -(CH2)„-NR""-(CH2)„-. -CONR'"-(CH2)„-. -0-(C 
H2)„-CR"'R"''-(CH2)„-X{*-(CH2)„-NR''"-CHR"'=- 

3j^« 2 9|E^Oji«9o)T'fcSlt*^2 9;^2i4 6 <^V>-f tl.;a^tC|a^<7)^ 

4 8. -(CH2)„-0-(CH2)„-Xf*-0-(CH2)„-CR'^'R''^«- 
(CH2)„- (rrT#IB#«lg*^2 gfSmoiiiJc) ■CfcS|«3}tJS4 7|aii(^fS 

4 9. Y/5n -(CH2)„-0-(CH2)„- (irT-#lB-^fift*^2 9f2«<D 

5 0. Yt^. -(CH2)„-CR'"*R''*-(CH2)„- (#IH-§-fi. f»*«2 9|E 
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wo 03/000254 PCT/JP02/064P5 
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wo 03/000254 



PCT/JP02/06405 




^nn^ LT.TK^j^i^xfi ci-6 r/i^^/vs-cfc tJ . f « i tijm 3 (^sict?^ •? . 




(^^•. ^IS-^{ifS*3S5 3|fim<Dii'9T-feSo) T-feSlt^^S 3 ^C|B^(D|g•a■ 
5 5. ^/l^-Z^B<D{P'fj:< i'b-o:6S-(CH2) t-CONR'^R'^M^lB-i-fi^ 

5 6. ^/^-7°D(^ii'-/.e< i: t)-o;55-(CH2)t-C(=NR*=")NH2 (#IE-i- 
tt^3g2 9lS^©a<9-Cfc?)„) T-fe'O. R''":6^ Cl-6 T/V^ ^ 

5 7. i5^/^--/D<Di!>7fe< i:1j-o:65-(CH2)t-0-(CH2)p-COR'"(^ 

5 8. ^^;W-yD(0/>J'i< i4>-o:65-(CH2)t-NR'"'«CO-R''" (^iB-§- 
(is lt*^2 9|B<fe<Oii!9T-fe-5o) T'*>I9. R'":d^ T 5 / SXtt Cl-6 T/Pdf^ 
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f- 



WO 03/OU0254 PCT/JP02/06405 

5 9. ^iV--:fD<0'>fK i 'b-o;i>S-(CHz) t-NR'^R"" (#|5-i-tt. tt 
^^2 9IB«©ii'5-T?fc'5o) -efc!9> R'"25.t)'R'"©iJ?/jr< 'fc^nd»-^r;6^ 
T5ySXttCl-6T/l'^/l-T5yST-fc5if^«2 9 75115 1 «?V^-f tL35*(-IB 

6 0. ^ iV—^Ti(D'^fi<^h\,-^-t^. mMU=i'. "iMW^i-lLnm^U^b-b^h 
^{ftlS 1 7I;lg4i@(^-^7"nI^iF^^A^T*^=f5^xn^ST-fc5f|:sR^2 9 7!;M 

6 1. 2- [4- (3 -:?'p^7ji/ ^v-) y 3l:=-)V\ - \ --y^ xi^^-y )V 

2- [4- ( 3-:/a^7 3^y ^v^) ^ai::^;^] - 1 -^/^ n^^Sr^WW^yy 

>f ^ i5^>^— 5 -::i7/U'^'>'^> 

2- [4- ( 2 -:/n^- 5 P n^:/^^/^;^:^^^) :7 3i::^/W] -l-i^iJ' 

2- {4- [2- ( 4 - C P 7 31 ^/U) - 5 O t3'<:/i^;^:^'¥v'] 7^1 

2- {4- [2- {A — '^nnyoL^.jV) - 5 n p^>'v?/k:^'^-i/3 7ai 
2- [4- (2-:/p^- 5 h=¥i^^:/i^>'^:^-=^v') :7:t^/u] -i-v^ 

2- {4- [2- (4 -^^ P P7ai::^/U) - 5 -7< h =3ri^^i^v'/^:t^i^] 7 

2- {4- [2- (4-^ P P:7i^/U) -5-^ b^iy^>v'/i';^-=3ei/] 7 
l-v^^P^drV>'V-2- {4 - [(E) -2-73LZ2;Hf=i/W] ^ 
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wo 03/000254 PCT/JP02/06405 

1- i/^ U^^i/'JU- 2- {4- [(E) - 2-731 y ai^jU) ^ 

2- (4-^yi^/v>J-=3ri/7 3i-/v) - b -^yT J - 1 -'y n^yf-)v^y 
2- {A-^yi^j\^:^^'yy :^^/^') - i-'y^ n^y=f-jv^yy^yi ^^:/— 

1 - i^^ n^d5^i/7V- 2 - {4 - [{4- {A-y ;v:^ny a^:^}V) 

xi^^-y)V- 2- {4- [{4- (4 -:7/U;rn:7a::— /P) - 2 - p« 5^ 

2- {4- [t':^ (3 -7>'V:^P7 3^::^^^) h^i/] - 2 - 7 /l';^- n 7 a: 

2- {4- [If^ (3 -:7/l^;^-P7ai=/^) 7« h=3rv^] - 2 - P 7 oi 

/u} - 1 -i/^ u^^i/;v^yV % jVi^y^^ 
2- {A-^yy^ /vT ^ y y - i--y^ n^y^jv^yV^i %^':/ 

2- (4-^>y^/i^T^ - 1 -i/^ p^:/f'7U^vy^ ^ 

2- {4- [3- (3-:^'PP:7 3in/U) y 3^ ^ yx.:zju) 

2- {4- [3- (3 P P:7 3in/U) ^o^y^V'] -l-V':^' 

2- [4- (3 -T-t h#i/7iii— /l';r=¥i^) y =c:^;V'^ - 1 -'y^ X2^e^i/ 
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wo 03/000254 PCT/JP02/06405 

1 -V^^ p^drv^/k- 2 - [4- (3-t KP^i/7cc::^/l';^-^V') /I'] 
l-iy^ {4- [3- (4- v^yv^ b^^i/) 7 

1 - V;?' ci^^i^yw- 2- {4- [3- {4-\i°]} i^ji^/ V^'y) y zi^^jvis- 

2- (4 — <>'i^/^:?l-:3rv'7 3i-/l^) - 1 - P ^^/f^/U^^^y-f 5 ^ 

2- (4 -^>v'/^;^-'¥i/7 3i=;U) - 1 P^^^f^yl^-N, N-S<?7«f^ 
2— (4 -^:/v=/l^;*-^v^>':t:=.7W-) - 1 - v^^ n^>^/U-N-;< h^^v/- 
2- (4 -^i^v^/w;^^^^^^^;:^/!^) - 1 -v'^ n^>^f-/v- 5 - (1-tK 
5 -T-t^/L'- 2 - (4 -^i^i?/^;^-^^^^^^^/!^) - 1 -i/^ n^i^f-/W^ 
2- (4 -^^/v^y^;^:^^^;.!-;^) - l -V^ n^^/^/v-N- (2-t?7< 
2- (4 -^Vv?yV;^'3rv':7aic^;V) - l -V:^ a^^-f-yV- 5 b n^^- 

5 -T-fef-zi^T 5: y - 2 - (4 -^:xv^/w;^=3rv'7 ji^yu) - 1 - n .^i^ 
2- (4 — <:y-^)\^-t^\yy zs:.=^}\^) - \--y^ n^v'i-jv-^-:f'9^y7.)V 
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wo 03/000254 



PCT/JP02/0640S 



2- [4- (4-ter t -•fi^^^^yi^/^^'^i^) y zc^ju} -l-i/^n 
2- [4- {A-:^J\^-^^'-/^:yi^f^:^^^y) 

2- [4- (4-i? n n^:/v?yv;^^v') - 1 n^l^'f-jV^ 

2_ {4 - [(2-i^ P a - 5-f-^^>'^) i- h^v/] V -l-^y^xn 
1 - v"^ D^>"^/v- 2 - [4- (4- h y :77V;^-np«f-/^^:/i;'yU:*-dE-V) 
1 n^:/^/!^- 2- [4- (4-;^ 7*=/!^] 

1 - i^^ 2 - [4- (4-t°yv=/^^ h^v^) 7^::^/^] ^^'j/ 

1 p^>'5"/L'- 2 - { 4 - [(3, 5 -i^P^ 5^/1— 4 — < y;r^1^V'y/^) 

[2- (4-^:^i^/u;t^v'7 3iri/k) - 1 -ixi? P-<>'f->'u^:^y^ 5 

2- [4- (2 n D^^^v^yl';e-dE-v') ^ai^/l'] ~ xi^:y=$-)V^ 
2- [4- ( 3 P n^^/v^/t'^^v') - 1 -v':^' n^:/^^/^^ 
2- (4 -^:/v'>'U;r=^i^73::=^y^) - a -v'^J' p^^^f^/^^^^v'-i' ^ 

2- [4- (^V-^V;^yVJ^=yVT ^ y ) 7 - 1 P^:/^>'l'^ 
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wo 03/000254 PCT/JP02/06405 

1- i/^ ti^y^/u- 2- [4- (3, 5 uy 3:.=^/u:ij/U7^:^jur ^ 
2_{4- \_{^-^ nviy */VJj<c^/WT5 y ] ^a^yW}- l-v'^n 

2- {4- [(4 - t e r t -■/5^>'V73i=;V) ^-'WtI^^^VT 5: 7 3 73^=/^} 

2- {4- [(4 -^:/v/y^:^=^v'7 j.:=.yl') i^/UJj^^/WT 5: y ] ^ai^/'W} - 

trans-4 - [2- (4 -^:/^^/^;i-'3r>'7ai::^/W - 5 -;«;/^JJ?^ v"< 
yy-f ^ ^y— /V- 1 — T/i^] i/^ 1 

trans-l - [2- ( 4 -^^^i^'yV:^^ V7 a. -/W) - 5 - :*7/V7j?d{^ V-^ 

>'y>i' ^yy~/^- 1 -4 )^'\ -4-y b^srv^i/i;^ ^'^^•t^^^^ 
>'f-/i'^>'y'i' ^ ^y^/K 

2_ [(4 -i/^ n^^Jfi^/i'^ji^/w) ;«7/U7j?=;i'T 5 y ] -l-v'^P^>'f- 
1 - i/^ p^Vf /V- 2 - [4- (3, 5 -v?^ ni P'<i^v?>'l';t^i/) 7 = 
1 _cy>:7 2 - [4- (3, 4 -v'iJ^ n a^>'v^/w;r=3ev') 7cc = 

1 -i/^ p^i/^yv- 2 - [4- (^ji^/Vi^/W^^^fyUT ^y ) -y 

^yy>r 5: yy— /V- 5 -*/^5l?^/@^^ 

1 a^:/^/V,- 2- [4- (v^^^i^^yuy h^i^) ^^^^/W] ^i^y^ 

5: i?'y-/^- 5 

1 2 - (4 -:7 3i^5^;w;d-^v'7 3i^yW ^^y-r^iJ^y 

trans-l - [2- ( 4 V7 - 5 -*>'l'#'3ri/^ 

^'y^f -4 - t e r t -•/f-Zl'i^^ «=« ^^f^^x 
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wo 03/000254 



PCT/JP02/06405 



2- [4- (N-^i^'^>':^/^*:=/W-N-;?«^/^T5 y) ^ai^yl'] -1- 
2- [4- (N — <:/v^yv-N-p<f'7WT$ y ) -l-i^^n^^- 
1 -v/^ p^dri^/U- 2 - (4 '<i/y'j' 5 yl^- 

\—i/^xi^^i/?V—2— [4- (3, 5 -i^^' n D^:/t^;V:t'3E-i/) 7*=- 
;u] '<:^y^ ^ yy— /I'- 5 

1 -i/^ n^^ix^v- 2 - [4- Y^-y) y zn^^^V] ^y:/^ 

% ^-/-)V- 5 -iJJ^if^yW.. 

I —i/^ a^^-yjU— 2 - [4- (3, 5 — i^- t e r t — yf-/V"^>v'>'l':t 

drv^) ^^-y-r $yy-/^-5-;i7yu7j^^/^. 

1 -v^ ci-^df>>/u- 2- {4- [2- (2-':f:75^y>) s-ye^i/'] ys:.=^M 

^yy^ 5 ij^'y— /i^- 5 -ij}v:!^ym.. 

1 -^y^ p^^V/W- 2 - [4- y h=3rv':7 3i-/V] ^^^y 

1- v':;^p^^i//V-2- [4- {i^^yi^f^T ^ 73:=/!'] ^^'y-f^ 

yy-7u- 5 --^/VTf^yfk. 

2- [4- (2-tr7 3:=y/V7< h'^i/) - i --j/^ p^^t^yU^ 

2_ (4 -^:^v^/^:^^->:7ai=/u) - 1 -i^tj^ P^^t^/v^yy'i' 5 yy— 

1 o^dr-;^/U- 2 - [4- ^1^^^ 
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wo 03/000254 



PCT/JP02/06405 



2- (4 -^^^y^/W-;^ h ^v^^ai^yl') - 1 D^drv'/i/^>'y-f ^ ^ 
n^^-y;V-2- [4- (3, 3 -v^:7 j^z^yi^^p tVl';^4 v^) 7ai 
2- [4- (3-:^'ni3-6-:7 3i=:7V^^^i;^>'W;^df-v)-7x=-7V3 - 1 - V 
1 - v-^ n^:arv^yu- 2 - {4- [2- (:7 3iydrv^) ^h=3j^v/] ^a^^yl^} 

2- (2-^^^v^y^:t^v'-5-t°y v^/l^) - 1 -^/^J' n^dr^//U^:x>^^ ^ 

1 - i/^ n^dri^/k- 2- {4 - [2 - (3, 4, hdri/7rrn/W) 

2- (4 -^Vv^;l':^^v'7 3i=/i^) -l - (4, A-i^yi'^jUi^^ t^^^i^^ 
1 n^drix/k- 2 - {4- [2- cch;3f^v'] 

2- [4- (2 — <i^v^7U;t=¥->7 3iy =5ri/) ^a^^yv] -l-i/'^n^^i/ 

2- [4- (3-^:/v'/U;i-=3ri/7a^/^v') ^^n^yl'] - 1 - v':^ n^^Sf^-V 

/u^^/y-^ $ iJ'V— 5 — ;^7/^#>'^. 

1 - p^dri^/k- 2 - [4- (2- t J.y dri/) 

1 -v'^ ci'^^v'/W- 2 - [4- (3 -t KD=3i^>'7 3^y :7 3i=^yl'] ^ 

542 



wo 03/000254 



PCT/JP02/06405 



5: yy-ji^- 5 -;(7>'i/#y^s 

1 - ix^ p^dirVyW'- 2 - [4- (3-> h^iyy ^iy) ^> 

1 p^dlri/;k- 2- [4- ( 2 -T'p ^sK^ari/^ a: y ^af^i/) ^aic^/V'] ^ 
1 - p^^v'/U- 2 - [4- (3 -T^P^K^v-^^xy drv-) 

1 p^^i^/i'- 2- {4- [2- - :^=f )V- 2 -•:f=f =-)Vi!r^^y) 
1 o'^dpix^w- 2 - {4- [3- KZ-:^'}-)V-2-^7-^)Vir^v') 

1 n^drv'/W- 2 - [4- (2-'< y^:/^;W^=^v^7 3iy 'Sri/) 7 
1 -V^ D^;3pi^^u- 2- {4- [2- (10, 11 -v?k Kp- 5H-i^^ 

[b, f] T^i^y- 5-^/1^) ^h=¥iy] 5 yv-zu 

- 5 

1 — i/^ D^dj^i/yl'- 2 — {4- [2- (4 — h y 7/V;^-P y ^/W^cnc^yV) 

2- {4- [t*:^ (4-^ P P73i=yV) y h^v"] -1-V^n 

1 -v^:i/ D^drv'/V- 2 - {4- [2- (4 -y h =^'>:7 3i=/W oih^v"] 
^iJ^y— /w- 5 

1 -iy^ u^^iy/U- 2 - {4 - [2- (2-y a^^Ji^) ^ h=^'>] 

1 -V^ P^^V/V- 2- (4- [2- (3-y h'^^^V^ai^/V) aLbdri/] 
^ai^/l'} 5^>^— /U- 5-*/U7j?:^^> 
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wo 03/000254 



PCT/JP02/06405 



1 - D^drv^/U- 2 - [4- ^iy) = 

1 -i/^ n^:3fi/>>U- 2 - [4- (3-7 j:^5^>'W;i-=3rv'7 3^y ^V*) = 

1 - v^^ a^:3rV/l'- 2 - [4- (2, 2 -v/^i^/UJ^ h /W] 
c i s-1- [2- (4-^>'v^/U;^=3f^v^7 3i^/W - 5-;(7yV7i?dri/'<vy 
1 n^^v'/V- 2- [4- (2-7 3iy ^i^^a^y ^v^) :7 3i^/V] ^ 
1 - iXi? n-^drv'/U- 2 - [4- ( 3 - 7 7 ^ >' / v-) 7 

2- {4 - [(2R) - ^-^Iz-yiVir^-y-^JJ^if^^f^r ^ J - 2-y :s^=-f\^:^ 
y^V^y aL:^)V)- D^^Wl^^^y-l' ^i5^y-/U- 5-;«7yU7l?>^, 

1 - n^^as^v-zV- 2 - { 2 -7>'V';;i-p - 4 - [2- (4 - h y :7/l':^P 7« 

2- {4- [t*;^ (4 -pt^^/l'^ai^/U) - 1 -'y^ ^ 

^^v'/w^xy-r ^ ^y-zu- 5 

2- {4- [tf^ (4 -77W;a-n7cii^/U) ^ h^rv'] -l-i^^ 
n^driy/i/-<:/y^ 5: yy-yi^- 5 

1 - v^i? p^^rV/W- 6 h:^^^- 2 - [4- (3-7cc^yuyD4<^S^) 

1 a-^df^v'/V— 6 - t Kndrv'-2- [4- ( 3 - 7 =7^7" o >K=3e^ v') 

7a.^/i'] ^vy-f 5:^y-/u-5-;{7/^Jl?:/^> 
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[ 

wo 03/000254 PCT/JP02/0640S 

2- {4- [2- :iih=Sfv'] ^air^/W} -1 

2- {4- [2- (3 -'<:^v'/V:^^iX7ai=/l') o^b^rv'] 7^1^/1'} -1 

2- [4- (2-:i5;/i'7j?^i^^^/i';r^v'y'3./^ix) ^ai^/v] -l-^/^ 

2- [4- (3 -*>'U2J^^i/^^/V:t^i/7aiy ^Srv-) 73.-/^] 

2 - {4 - [3-:^'Po-6- (4-p«^/V7 3i=/W) ^^^v^/V:^^ v'] 7ji 
nyw} - 1 n^dfv^/V'^:/y-r ^^V'— /I'- 5 -i^/UxKi^^s 

2- {4- [3-^nn-6- (4-^ h dr^/y'ji^/V) ^Vv'/l^^d-^ri^] 7 

1 - -y^ u^^-y/u- 2 - { 2-^9^/^-4- [2- (4 - h y 7;u;tc ^ 5=- 
2 - {4 - [2- (4 -text -^'f/l^y^u^/U) - 5 n ti^yi;^j\^:i- 

2 - {4- (3 13 D- 6 - 2-7/l';^-n7 3; 

:=./U} - 1 -iyiJ- P^^v'/U^^^y'-l' ^ yy—ju- 5 

2 - {4 - [3-^PD-6 - (3, 5 -v^^ o o ^>'v^/V;t=^ri/] 

2- {4- [f:^ (4 -7;^;^-p 7ai=/u) 7« fde-i/] - 2 -7/u;tD ^ai- 

2- {4- (4~^yi^Jl^:i-^iyy '^'y) - 2 -ri' P P^^i^/U} -1- 

2- {4- (4 -^:/v'yu;r=¥iX7 3iy ^v') - 2 - h y 7/Pi-p ^ ^/^^^ 

2- {4 - [3-:^'PP-6- (2 - h y 7/U:<}-p T^^/l'^ai^yU) ^>'vfyW 
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wo 03/000254 PCT/JP02/06405 

2- {4- [(2R) -2~T ^ J ya:.=^M "1- 

2- [4- (2-f>'3i-JJ/W:^=^i^) :7 3:=yW] - l -i/^ 
^ 5 -;*/U'4?>'ll. 

2- {4- [2- {(1- t e r t h =^v^;&/l'#^/l-- 4 - f ^ V i^/l') v« 

2-{4-[3-{(l-ter t h ^^';t;7U:iJ?:^/^- 4 - y v^/V) ^ 

2- {4- [3-i?nP-6- (3, 4, 5-hyp« h :3ri/7 c^/l^) ^V-J 

2- {4- [2~ (2 -lf73i=^!J/V) 3ihdrv/] 7^^::^/^} 

2- [4- (2- tr^ai^U/U^ b^ix) - \ -%/^ xi^^-y 

1 _>>-^ p^dj^c/yU- 2 - {4 - [2- (4 - f v^y^P< h=Sri^) ^ai/df^ 
1 -i/^ n^^^i^/l^- 2- {4- [3- (4-^^!; i^/W;'* h'Srv^). ^cc/s^f 

2 - {4 - [(2R) - 2-T-fef'/l^T^ /- 2-7rcr^/U:n h^i/] 
1 -i/^ D^df^v^yi^- 2 - {4 - [3 - (4-7< ^/i^- 3 

l-i/^ u^^i/;V~2- {4- [3- (3-;^f-/l'-3-y7'=>'^;*-'3f'» 
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2- {4- [{(2S) -l-^yiyjU-2-h°u]}i>-jU} p{ h^r:/] y 
2- {4- [S-^i'Dn-e- (4-^5^yi'5^;*-7 3i— /u) ^i^v'/u^'^v^] 
2- {4 - [3-^nT3-6- (4 -p^ ^ >':^7^7^^z^7^7 3l— yv) ^:/v^;V';t 

2- {4- [3-^PP-6- (2-5^^-^/1^) ^ly'V'jV-^-^-y^ 7 3^-/1^} 

- 1 - -^^ D^dri/;^^:/v'^ 5 ^y— /u- 5 -:«7/wxl^V^, 

2- {4- [3 — (3 -rJ' nn^a:— 7V) ^:/i;?;i';8-'3F-'>] 7 

2- (4- [3-^pn-6- (3-f yv'/V) -O'v'yl';^-'^^] 7 

- 1 - P^:arv'/V^>'i/^ $ ^ - 10 )VifsVW.. 

2- {4- [S-ifnn-e- ( 4 - ^/U::^- n y n/U) ^>-v?/l';^-=3r v'] 7 

2- [4- (4 -^:/t^/i';?h'are/7 3iy ds^v^) -z-y )Virny ^^-jV^ -i 

- v-^ n^dev/^v^^y^ 5 ^^y-7U- 5 

2- [4- (2 -::^P^- 5 P n^i^v^/P;^-dre/) y zt^^^jV^ -l-^'y^ 
n^drv-zw^yy^ ^lyy—yu- 5-;i;zv#^^^> 

2- {4 - [S-iJ'PP-e - (4 P P :7ai::^yU) v^/'t';^^ i^] -2 

2- {4- [2- {(l-T-fe^;^-4-fc'-<y i^/V) 73^/=3ri/] 
^a^^yi^} - 1 -i^^ 5 ^y— /u- 5 

2- {4- [3- 4-t°^y v'/U) 7< h^i^} :7a:ydrSx] 

1 -v/^ P^dri^/U- 2 - {4- [3- (2 -T'P t°::^yU;4-dE^iX) ^aiy^i^] 

l_c^>jro^dr'>'/l/-2- {4- [3- (3 -l^yi^;W7« ^a^/dei/] 
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2- [4- (2 -:/p^- 5-p< h=¥v'^i^v'>'^;^^v') :7 3i=:/U] -l-v' 
2- [4- 

2._ {4- [2- ( 4 - iJ' P D — 5 — ^ h P^>v>>'V':^-=^v'] 

^/l'} - 1 -•i^iJ' P^dri/yU^:^)/^ ^ ^y—jv- 5 -;^7/^/j<>'®?, 

2- {4- [S-r-fe^yWT^y-e- (4-:J'np7a::=^/l') ^:^v'>'W;r=ar 
i/] ^ax^/l'} - 1 -v'^ P^^v'/V'^i^y-I' ^ yy*-/^- 5 

2- {4- [2- (4-*/l^#=3ev'7 3.=/U) - S-^J' PP'Ov^/V;^-^^] 

:7a;^>»v} - 1 -iyif P^^i/yU'^z/y^ 5 ^y^v- 5 -:*;yV7|?:/^, 

2- {4- [{(2S) - 1 -^:/v^yv^^v';i7>'^5j?^yV- 2 -tf P y v^=» 
/ h^v'] - 1 - v-^ P^dE^v^/u^;x>/^ ^ iJ^y— 5 -;^7/V'^V 

2- {2-^PP-4- [2- (4 - MJ :7yU;j-P 

1 - v^tJ' P ^dr^^/l^- 2 - {4 - [3 - (2-t°y v'/W;^ h i/) 7 it y =¥ix] 

2— {4- [2— (4 — ^ P P 731— yw) - 5 -:7yv:;d-p^>'v>/i';^-^v'] 7 
- 1 - P^dpv'/U-^i^y^ ^ ^y—)V- 5 -*yV:!l?C/^x 

2- {4- [3-;«7;t'7i?dr$/-6- (4 -i^' P p ^ai::^/^ ^>'$^yV:td[^ i^] 
731^/1^} - 1 - v^^ xi^^^yiK^^:^^^ 5 yw- 5 -;i7yu#:^^, 

2- {4 - [ 3 -:*y^>'-<^'('y^- 6 - (4 p p ^oi^yu-) -^y v'yi';^-^^^] 
7 3i::^y^} - 1 - i/:? p^^v^/u^>'y-Y 5 ^V—tyy- 5 -;«;yi'7j<y^, 

1 -i/^j' p^^->>yu- 2 - {4- [2- (v^p<f=-yi':*;v^^-*'l'y^p^ b^V) 7 
ccy^i/] 7ai=^yv} -<:/y^' 5;yy-yu- 5-:^jywjl^Vm, 

1 -i^^ p^dfvyv- 2- {4- [2- (if^y i^y ;t7;i'3j?=iyV'7t hdf-v/) y 
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^^^Z-fi^-^-^ti^-if^^n. 

2- {4- [{(2S) - 1 -^V-^:/^/^*^^/^- 2-k°P y v^^/l'} ^ 
2- {4 - [{(2S) -1 — o:/^ ;\^-2-\fxi y iJ^^M p« 7^1 
2_ {4- [2- (4-*>'V/>'^^>f ;v::7 3L^;v) - 5 a 
1 -iXi? p^drix/U- 2 - {4- [3- (v'^5^/l^;(7/W^^-l'/W^ h=SriX) 17 

iy:^?^^^] ^^^iZ-r 5i5^)/-/L'- 5-;*/l'#>'^s 

1 2- {4- [3- ( JJ i^/ ;(7/W7}?=>'^y b ^V) :7 

a.y^;^'] ^i-'V'W' 5tJ''>^Wl'-5-*/V7j?Vil, 

1 - V^ cr^^iX/V- 2- {4 - [3- {(l-;;«^?i^;^/W7jN = /U-4-f^y 

1 2 - {4- [{ 2 -^5!-/^- 5- (4-i^ P P-7 3ir^;W) 

2- {4- [3- ^Z-if xixi^l/^y)Vi^^-y\ ^ct^'^f-v'] ^ai^^yu} -1 

2_ {4- [3- {/^-.f^ xixi^i/V')\^i>s-^'y) yzcj^%/'\ y:t.=^jv\ -i 

xi^^i/)V—2~ {4 - [3- (4 - y'>'^;i-P^>'v'/^::^^v') 7i 

1 - v'^ p-^dfv//W- 2 - {4- [{(2S) -1- (4-=bP7^^;U) - 
2 - t°P y v^^/v} 7« h =3s-i/] ^:xy^ 5: yv—/v- 5 -;«7/i'7j?:/^, 

1 p^dr.:y;V_ 2 - {4- [{(2S) - 1 2-l:^n y 

2- {4- [{(2S).-1- (4-7'-fef"/^Z5y -2-t''pyv^ 
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2- {4- [{5- (4-^no7i-/U) - 2 ^yV- 4 -"^tV y /W} ;< 

2- {4- [t^;^ (3-7yU:^D7i:=-/l') V - \ -^y ^ 

1 - v-^i^ n^df^i^yu- 2 - {4- [2- ( 4 - p D 7 a^^/V) -3-;:^ bo 

{4- [3- (4 -f" b ^ t Kn f7=-/V':^'^V) 

7 3i/=3r>'] :7:ii^yu} ^^y-T $ ^ i/— /U- 5 -;(7/k7}?^^^, 

1 - ix^ n^-^^i^yu- 2 - {4- [3- (4 - MJ :7yu:rp ;^5'/^^:/i^/^;^- 
^v^) 7 3iy=aE^:x] 5-:f3/i-7j^ym. 

{4- [3- { ( 1 - 7« f'/l'- 4 - t°-< y v^/W p< h 

df^v} :7a:ydr^x] 7 ^v-y-f ^ ^^^^ /U- 5 - 

2- {4- [3- (4 - t e r t -y'5^yV^>'i;'/V;^-5apv') ^ai/dpi/-] 

2- {4- [3- (2 n P^V>^7V;^^v^) ^^.y^f-v'] p^a^^^V} -1 

1 - VtJ' p^^^^x/u— 2 - {4- [3- (s-fyv'/u) ^a^y^v-] 73^= 
/V} ^:/y^ 5 yv^^/v- 5 

2- {4- [3- (4-^ PP7ai=/U) ^aiy ^ri^] 73i=/l/} 

1 - v-i^ p^df^v'/V- 2 - {4- [3- (4-p< ^:3rv'y'3i;^/^) ^ai/drv'] 
7 ^:xy-l' ^ iJ^y— /i^- 5 -;(7/^2j?^^il, 

1 - v^^ p^^i//U- 2- {4 - [{4- (^A:- :^ ^ V7.?Vi!(^:^)Vy ^z^jV) 

2 -T'f'/i^- 5 --^TJ^y/H ^ h^i^] 7 ^i^y^f ^yy— 5_: 

2- {4- nny au:^)V) - 2-7<^/v- S-f-ryyyv} 7« 
2- {4- [1- (4-^ P P^i^v^/U) -3-b°^y v'/l'J^dE^i/] y z^^)V] 

- 1 - P'>-=ari^7>^:/y^ 5; ^V^jv- 5 - jva^i^^. 
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1 -v'rJ' D^dri/yl'- 2- {4- [3- { ( 2 - p« f^/V- 4 -^T^ U /P) ;^ h 
1 -v'^J' n^dri^v^U- 2 - {4- [3- {(2, 4 - v'^ 5 -f^T ^ /U) 

1 - v/^ p^^i/yl^- 2- {4- [3- (3, 5 - i/^ n p ^a^^yU) ^a^y 

2- {4- [1- (4 P P^^v'/U) - 4 - f^y v^yl':^:arv^] ^a^-yW} 

- 1 -i^ii^ P^^-^/i^^i^y'-f ^ y^/— 5 

2- {4- [3- (4-^ P p^:/v>/u;i-=afi/) t'^yv^y] -i 

2 - {4- [4-:i77W^^>r/l'- 2 - (4-:J' P P^ai^yV) ^:^v^/U^dri^] 
2- {4- [4 - (4 P P^^'v'/l'^drv^) e^U v^y] ^it-zl'} -1 

2- {4- [3- {(2-i7pp-4-t'y v'/u) y h^v-} 7^y=^iy] 3731 

2- {4- [{(2S) -1- (4-v?y ^/Uj^/W^^-YyV^ai^/U) -2-^ 

p y v?=./w} y hdfv] 73^^/1'} - 1 -v'^i' P^^i/yu^yy>r ^yy—yv- 

2- {4- [2- (4 -i^ P P ^'ai^/V) - 5 -J^ h=3rv^;{7/U;J?^y^'<:/v'yl' 
;t=¥v'] 37 31^/1^}- 1 - v"^ P^dri^/i''<;^y'i' ^ 5 -;*/u;iJ^V^, 

1 - v-^ p^dr>>7^- 2 - [4- (3 - h y 7/I^:t-py ^/l^^a^y ^i/) 7 31 

1 -v^:;^ p^dri/7U- 2 - { 4 - [{ 4 - (4 -v'y ^/l';^7/W^^^/W:7 3:=7U) 

- 2 -y 5 -^ry y 71^} y h^ix] y^^^^yi-} ^Vy^—jv-^ 

2- {4- [2- (4 P P - 5 - v^y 5^/U;i7/V/^^^ 
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2- {4 - [{4- (4 -iJ' P n7a:=/U) - 2 - ^ 5 - f y 5 v^=7V} 

2- {4- [{2- i^A^-^xixiy zt^^iV) -Z-\f^)^J^jV\ ^ 7a = 

2 - {4 - [{3- (4-^nD:7:r^/U) -2-lfy v>/W} h^v^] 7^ = 
2-. {4- [2- (3 -i? P -4-p<f-/VT5 y- 1, 3, 5- 

-/I'- 5 -ijjvi^i^^ h y 7/u;^-pfi^i^Ji, 

2- {4- [2- (4-:J'PP7ai=/U) -4- ( 5 -"T ^ 7 )/ y /U) ^>":^ 
/lyy^'^'y} yzcz^M n^^^'ty^v^V^/yi X^^T^jV-^-iJiV^V 

2- [4- (4-^>-v'yU;^^^>-6-t°y ^ v^-/^;tdriX) 7a:^/U] -1 

1 - i/^ p^dei//V- 2 - {4- [4- (4- t°y v?/uy hdf^i^) -6-lfy 

2- {4- [4- (3-^PP73.=/l') -6-tf y 5: v5::^yV:^d{^v'] 

2- {4- [2- (4 -i^' P P -5-y hdp-:^^^^^/!^;^^^/] 7 

2- {4- [2- (4-^PP7:x=/u) - 5 -7( h^-^^>'v'/V;d-^v'] y 
2- {4- [3- (4 -i^ P P7^=/U) fy 2 ->r/^7< h=¥;X] y :x. 

2- [4- (2-:/p^-5- t e r t h '3f^->*/U7}?=>'V'^yi^yl>:^dri/) 
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2-{4-[5-tert --f V^-^iJ 2 - {A-^ n ny ol^iV) 

2- {4- [5 -;«7/l'/J?^v^- 2- {A.-^ xiuy v?7U;j-^ i/] 

2— {4- [2- (4 P D 7:1.^/1^) — h - :^=f-)V)j 
2- {4- [2- (4 P P - 5 ^/I'j^/W^-^-^yl^^i/v'/^ 

2- {4- [3- (ter t --f^jVT^jVyy^yijV) - 6 - (4 n P :7 

- 5 

2- {4- [2- (4 -^J' p p - 5 -;^yv:7 r^'1'/^^>'v?>'^:^=3r 
y 7>'i';d-pi^^±£, 

2- (4 — ■^>'v'/U':^-:3f v'v'^ P^^rv^yl') — 1 — v'^ p-^^ v-zU^y^i/^ ^ 
2- [2- ^2-\fy a:.::^^) - 5 -f-j;^^^] - 1 - P 

2- [2- ^1-\^y a^^^) fVir^-y:^^)^) -5-y]}Ji^l -i-v'^^p^ 
1 -i/iJ' n^r^f-v-zi/- 2 - { 4 - [{ 4 - (4 -:7/W;^P 7 0:^71^) - 2 - t K 

1 -i/^ p^dpi/ylz- 2- {4 - [{4- (4-:itJ/\^7^^i^y s^^jU) -2-/ 
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u^^i/ji^- 2- {2-y/l^:tX2- 4- l4-y/i^:tu — 2-{S- 

2- {4- [2- (4 nn:7 3i=/u) - 5 - h^zy^yi^/i^\^^i^2 y 

2- {4- [2- (4 -i? p n -5-7< h=3e->^:/v'/U;t=¥v^] :7 

u^^V}V-2- {4- [3-i^^f-/w:«;/w-?^>f /I/- 5- (4-^ 

1 - i/i? n^dr-:x/U- 2 - {4- l3 - :i} ji^Tj^^iy- 5 - (4-fyv?/U>h 
drv') ^v/] y^L^^ju] ^yy^ $ iJ^'y-zu- 5 -^/VTi^ym —UWt^. 

2- {4- [2- (4-^nP7:i^=>'V') -5-^ h ^ v'^i^v'/^;r=3r v'] 7 

2- {4- [3 -;«7/l'/^^^/U- 6 - (4-i? P D:73i=/U) '<>'i?/v;^-^i/] 
1 P^drv'yP^^xy^ 5 /U- 5 -;:(7 7V7}?:/i!^ It^:^^ 

2- {4- [{2- {A-fl)Vits^^yy::^^)V) - 3 - k° U v'/l^} ^ 7 

2- {4- [2- (4-^ PP73i=zW -5-^ h'3ev'^:/-^'/w;r=¥V] 
-1- (4-x h7k Kpf";^-^^-^^) ^ ^y— 5 

2- {4- [2- (4 P P - 5 -v?^^/^;«7/W^%>r/l''<i^i^ 

)Vir^'y^ y^Lzz-fV] -1-%/-^ u^^viv^y^^ %^y^)V-^-i3)Vi^y 

m. mm^^ 

u^^i/jU-2- {4- [3 -v'7«f-/U;«7/U/-^^-f /U- 6 - (4-h 
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1 tt^e^i^j]^- 2 - {4- [3 -i^pJ^^/Uj^J/W^^^/U- 6 - (4-^ 

2- {4— [2- (4 P P 73^=71') - 5 '^y^;«7/W^*'r/W^:/^^=/U 

2- {4- [2- (4 -iJ' P n 7 j^^/i^) - 5 - v^;< ^/U;i;/W?^^y^^:/v^ 
yW;i-^v^] - 2 -:7/U;rp 7 3^=/!'} - 1 -i/^ P^dr;yyu^;y/-r 5: 

2- {4- [3-:*/W-<^^/U-6 - (4-^np:7 3i:i/U) i^yW;^-^ 

2- {4- [ 3 -v^;^ ^/P;i;>'U^^^'i'yu- 6 - ( 4 - = 

2- {4- [3 -i^ptf^yW^/W-^^-f/U- 6 - ( 3 - f y i^'/l') v'/W;*-d5^ 
:7 3i— 7U} - 1 - v':J' P'^-^v^yu-^^y-Y ^ /I'- 5 ~ 

2- { 4 - [3 -i^7«5=->'^;^;/w^^^yu- 6 - (4 -v'^f^/Wj^Z/W-^^^/I^^ 

2- {4- [2- (4-^PP7a:::^/U) -5-^ h ^i^^^ v>/l':t=arix] - 
2-y;V:^xiyz^=.;v) -1- (4 -x h 7 t Kp5=-;^-1:°7=>'^) ^ ^ 

2— {4— [2- (4 p n 73i— /u) — 5 ^/^;^y^7T'E•'</^^>- 
2- {4- [2- (4 -:^'PP 731=^1^) - 5 ^i^;^/^;fc^/V^>'i^/l':^ 
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2- {4_ [2- (4-^Pn73in>'l^) - 5 f-/l';^/U7 7^'</l'^>i^ 

2- {4- [2- {A--^ vJuy - 5 -t^ :^ ^Jl^T K ^ ^l^-J/^:^^ 

2- {4- [2- (4-:^^ P n^ct^yU) - 5 - p« ^ ^;^/U7f:=7UT 5 ^ 

2- {4- [2- (4 D P ^'ai^/k) - 5 - v'^^/l';^?/!//^^'!' /I'^^v? 

/u;^^^/] - 2 -7/v;tp:73:=/w) - i P--v^-i//u-^:/i/^ $ ^y—zw 

2- {4- [2- (4-^ P p:7 3i=>'V) - 5 ->f yyp f^'W^yW^^^ZV^ 
i^v'/l^i^-drv'] - 2 -:7yU;fp 7 31 — /P} - 1 - i/:^' P^df v'/l^^>'i/>i' ^ 

2- {4- [2- (4 -i^ p p :73i-/v) - 5 - t°^U i/y ;^7/P/}?-/U^^^i;? 

- 2 -:7/U::t-P73i=/U) - 1 -i^i^ u^^z^/i^^yV y( % yV^fi^ 

2- {4- [2- ( 4 - P P 7 31 -5- ( 1 - t°P y v=:^;U) ;(7/U3j? 

^ yy—/i^- 5 -;i7/v;J^'>'^. 

2- {4- [2- (4 -i? P P :7ac-/l-) -5- ( 2 - t K p ^ iXoi^yl^) :^ 
/W^^^/U^^-v^/Uj^Tdrv'] - 2 -7/U-;^P 731— yV} - 1 ->>>^ P-^dr>>yU-< 

2- {4- [2- (4-^ P P73i=/l^) -5 - (4-t KP^Sfi^f^y v'y) 
j^Z/V/J?— 7l/^>'V^/V;^^V'] - 2 -7/V:^P ^si:::!^^} _ i _ ^^-J^ p ^aju,;/^^^ 

2- {4- [2- (4 -tJ' P P 73i=;l^) - 5 -^Zl'^J^ y / ^/I'JJ^"::^/!^^:/;;^ 

- 2 -7/W:tP73i— /u-} - 1 -v^:? P^^v'/u^i^y-f 5 
- 5 -;«7 i^i^, 
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2- {4- [2- (4-:^ tappet - 5 U y 

2- {4- [3- (;(7/VJj?^v'p{f-y^*7W<^-l'/V) -6- (4-:J'Pn7ai 

2- {4 - [2- {4- (2-:«7yU7j?#i/ai<^yU) -5-^PP^ 

2- {4 - [3-:^'PP-6- (4 -t KP^v^^f->'W73i::i;W) ^>'v^;V:t 

7 - 1 -i/^ P^dri^>'W^:/y>f' ^yy— /V- 5 -:;?77i'4?>'^, 

2- {4- [a-^J'PP-e- (4-^ b'Sri/^^^/U^ai^/W i^/W::*- ^ 
i/] - 1 -v^^ P'^^i/;i'^i/>^-< 5 /W- 5 -*/V7}?yi^, 

2- {4- [2- ( 3 -;^;/^#:3rv'7aic^/U) - 5 - iJ' n n v?/L';e-dr i/] 
7 /u} - 1 -i/^ a^^v'/i/^vy-f' 5 ^V^JV- 5 — 

2- {4- [2- (4 -i^' P P - 5-^ f-;i'f-;i-^i^v^/^;:a-^v'] 

2- {4- [2- (4 P P ^air^/V) - 5 ^/W'^/l'^ >f 

2- {4- [2- (4-^ P p:7^^/^) - 5 -Vry ^>'v^yW;^drv'] 731 
^/u} - 1 - v-^ n^de-^/L'^^'y-Y 5 yi/- 5 -:^7/^7}?>'^^ 

2- {4- [t';^ (2-t°y v^/W) ^ hdrv-] P'^i^yu} -l-V^P^^^>r 

2- {4- i\f7> (4-i^?t'f-/u:fyjl^/'^^yf;uy 3^=^JU) ^ 7 3i=;U} 

2- {4- (2-=f-^=./l-) }i h^-y] :7ji-7W} - 1 P^^i/ 

2- {4- [2- (4-^ ppy^i^/l^) -5-^ h^iy^yi^ju:t^'y:i y 
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2- {4- [2- (4 -1^ uxiy - 5 - h V^:/v=7U;r^ V] 7 

2- {4- [2- (4-:^' P o^ct^/V) -5- ^yk;t77l>/^*^/W) ^ 

2- {4- [2- (4 O P:7i::i;U) -5- 5^;l';«7/W^^^7Wy ^ 

yi^ju:t^->l - 2-y/U:tr2y zc:=.M - 1 - v'^ p^drv'/w^i/y^ ^ 

2- {4- [5-:^7/i^Ji?^v'-2- (4 p p:7 3i=:yu) ^i'>?yw:t*i/] 
- 2 -7/w;j-p 7 31=/^} - 1 X2^^u/u^yyy( 5 5 

2- {4- [2- (4-:!{7/UJi?^i^7:rr^M -5-^ h #'>^:/i^;^;t-'ar 

2- {4- [2- (4 -;57yU/^^-i'/U7c3i=/l-) -5- {\/ :^=f- jVti )V^<^y( 

2- {4- [5-r5/-2- (4-^PP7 3ic:i/U) v'yW;^-^?^^/'] 7^1 
2- {4- [5- (4 P P - 2 h ^v'^>'v^7l';^/l':7^' ^ 

2- {4 - [5— (4-^ P p:73: = >'1') -2-7^ hdrv'^>'v?7U;^/l'XlN=Vu] 

2- {4- [2- (4 P P 73i::^yW -5-p< h =3!^i^^>'v'/l^f-;^] 
c:^;^} - 1 -Vi!' p^^iX/v^^-y-i' 5: ^*y— 5 

2- {4- [t";^ (4 -;&/^7j?df->7a^-/U) ^ h^v-] - 2 -:7/l';tP 

2- {4- C^oin/V'- 3 -fy i^^/l^;^ - 2 - 7/l';i-a 7 ai^/W} - 
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wo 03/000254 
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2- {4- [2- (4 -^J' CI n ^i^/l') —5- f^/Pj^/W-^^^f /l^) 

2- {4-[5-:i'PP-2- (4-l:fiJv'/W y z^^jV) 

2- {4- [2- (4-;i'nP7*:=7U) —5- (^>'-:^;^;i&yW^^-r/W) ^ 

2- {4- [2- (4 P P^i^yl') —5- vi^'^i/Jl^ :^ ^jVtl 

2- {4- [2- (4-i^ PP73^::^yi') —5- (4- fy v';Up<5^>fW;«;;W^ 

2- {4- [2- (4 -rJ' P P —5- m-^Vi/JV-N- ^JV 

2- {4- lb-i^:^^jvr % ^ 1:])V^=^?V-2- (4-if yi?7W) ^y-Jjv 

2- {4- [2- (4-:^^ PP7x=yW) -5- ( 4 - p< 1 

2- {4 - [2- (4-j^ PP73i=/l-) - 5- {N- ( 3 - f y ■^■/l';^ f^/U) 

2- {4 - [2- (4-:J' PP:7a::^/V) -5 - {N- ( 2 - ti" I) i^^Vp^ ^/l^) 
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wo 03/0«0254 



PCT/JP02/06405 



2- {4— [2- ( 4 — n P 7 i ^^yu) -5- {-y-^ xi^^iyjU:ij 

2- {4- [2- (4-^ D p7ji=/U) -5- ( 2 - f y 4 -'f /l^ai 

2- {4- )Virxiy {4- (v=7« f->'^7 ^ / ;&/^^::^>'^) :7 

^V^jV- 5 -^/WjKv^. 

2- {4- [(4-7/U;j-P7 3i=/U) {A-tljV^^i/y 7( h^v'] 

- 2 -7/U;*-p 7a:=/u} - 1 -v'^ n-^drv'/v^:/^'^!' 5 yv—jv- ^-IjjV 

2- {4- [2- {A-^ nuy -5- ( 4 y U v^y ;{7/i- 

2- {4- [2- (^4--!7 uny zu^iV) - 5 - t Kp dri^^^^i^yVi^df^i^] 
2- {4- [2- (4-:i7 P P73^:^/U) - 5- (-f y T'P tVU;??/!^/-^^^/!.-) 

2- {4^ [2- (4-:i^ D P7ct=yu) -5- (N-^ y^O tVU-N-p< 

2- {4- [2- ( 4 - P P 7 31 :::i>'l') -5- {y jV/'^^-i JV) ^ 

2- {4- [2- (4-:^' P P7ai=/U) -5- (4-7^ h =3?- U y 
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2- {4- [2- (4 D o 7 -5- (3-t KDdE-->:/ci fcVV:t 

drM ^>v'>'>;^drv'] - 1 -V^ n ^^i/>'U^^^>/^ 5 ^)/'-/^- 

2- {4- [2- (4 D D :7 3i=/U) -5- {2 - \i Y ^^x^^ h^i/) 

2- [4- (2 -:/p^- 5 h p^:yv^yi';^-=3r-:x) - 2 -7yu;rn 

2- [4- {2- (4-:^' an - 5 h a^^/i^yUj^-^ri^} -2 

2- [4- {5-T$y-2- (4 n n ya:::^/^) v'/U;^'^?^ v'} -2 

2- [4- {2- (4-:^nP7rc=/W) -5- ( 2 -;^'ar V I^P y i^':^- 1 

2- [4- {2- ( 4 - iJ' n P :7 -5- ( 2 y t°P D v^i^- 1 

2- {4- [2- (4 P P -5- (4 -plf'/ue^i; i^^:/- 1 

2- {4- [5 -Tir^^yl^- 2 - ( 4 - iJ' p p :7 ^i/v^;^;^-^^/] 7 

2- {4 - [2- (4-^ P P^ai^yU) -5 - {(4-t KP^v-t'^y v'^ 
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wo 03/0U0254 



PCT/JP02/0640S 



2- {4- [2- (4-^DP7aL-/U) -5- (2 h^i^oi hdri/).^ 

2- {4- [2- (4-:i' D n7a:=;u) -5- {2- (2 - / h^i/:^^ 

2- {4- [2- (4 -iJ' D P -5- y 7'f^/V;t»/k/J<::^/U) ^ 

2- {4- [2- (4-^ Pn7ai=yu) -5- ( 2 -y 4 

2- {4 - [2- (4 -i^ P P :7 a::::^/!.) -5 - (3, 4 - t Kp =^i^ 

2- {4- [2- (4-^ PP73i=/P) -5- (3-p<f^/U-l, 2, 4- 

2- {4- [2- (4 -i? P P -4- (-< y^P bf>'k;t7/W-?^>r>'W) 

2- {4 - [2- (4-:^' P P:7;E.c^yU) -4- ( v^y JitZ/l'^^yU) ^ 

2- {4- [2- (4-y P P:7airz/k) -5 - {(l-t KP^:X-2-y^ 

2- {4- [2- (4-:^' PP73i=;U) -5- (4, 4 - i^'^ ^/U- 2 
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wo 03/000254 
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2-. {4 - [2- ny^Lz^jU) -4 - (4 - t Kn^^f Vt°^y i^y. 

2- {4 - [2- (4-:^'nD73L=>'U) -4- {(2-t ^i/zJLf-jx,) -fj 
2- {4- [2- (4-^5^ PP y'ai^/W) -4- { ( 4 - y v'/W;?^ f^/U) jj&zl' 

/w- 5 -•^;\^-^:yfk. 

2- {4- [2- (4 P P -4- f^/Uji/yW^^^^v) 

2- {4- [5- (2-T^ y^ry— 71^-4 -^yu) -2- (4-i?PP7 

-5-*7V3i?y@! -mum.. 

2- {4- [2- (4-:^PP73i::i/^) -5- ( 4 - t K P ''r If ^ y v?i^ 
2- {4- [5- (v'^^/W;^7/W^^^/U) -2- (4 -77^:tP :7cc=/k) 

2- {4- [5- (i;^p<f'/i';«7/w^*>r/w) -2- (3-y/u:tny 

2- {4- [2- (5 -iJ' P Pf^;^7ai:/- 2 -.^/P) -5- (v^^ 5^y^;(7/U 

2- {4- [2-yp*-5- (5 -7^ 2 — (/\^) ^yt? 
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wo 03/000254 
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2- {4- [2-:/d^-5- (5-P«f^/l^^Ty— /U-2-^/W) ^l^-JjV 

2- {4- [2- (4-:J'Dn73i=/U) -5- ( 5 - ^71^;^^^- /U- 

2- {4- [2- (4-:^^ on73ic:^/U) -5- ( 5 - ^ ^ — /V- 2 

2- {4- [2- (4-:?' na7cn=/V) - 5 -"r b 7 /I'- 5 -^/U^^^ 

2 - {4- [5-^nn-2- ( 4 -i^T / 7 -<>'i;'/l';^-dr->] 7^1 

2- {4- [5-:J'nu-2- (4 -T h 7^— /l^- 5 --I'/W^ciiri/l') -^i^ 

2- {4 - [2- (4 D P - 5- {2- (4-t: Kn^i^fc"^ 

2- {4- [2- (4-:^' PP73:=/W) -5- {2-:t^y 'Jl^- 1 

2- {4- [3- (4 P P73:=/V) -5- (v'^ ^ 

2- {4- [2- (4-:^^ PP:73ir^/V) -5- (N- t Kp ^VT $ i^^ ) 
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2- {4- [2- {4-^ tiX3ya^:^jl^) -5- (2, 5 - v^t K P - 5 
df.y_4H-i, 2, 4-::^=^^1^^^Ti^— /l'-3--l'/W) '<:/i>yU:t'^i^] -2 

2 - {4 - [2 - (4-^D P - 5 - ( 2 -^^y- 3H - 1 , 2 , 

3, 5 -;^^i^f^Ti^7y— yi^- 4 --T/i^) ^^v^/U;^drV] -2-7;^;i-a7 

2- {4- [2- (4-:^^ PP:7 3.r^/U) -5- (2, 5 - t K p - 5 
^y-4H-l, 2, 4 -f-Tv^ry— yW- 3 -^yU) ^Vv'/U^^-^v'] - 2 - 
^/I'^tp^cii^/w} - 1 -v^ P^dp>>/i^^:x)/-i' 5 5 

2- {4- [2- (4 P P :7rc^yU) -5- (ix^ p :/P tVW;(7/U/^^-l' 
;V) ^>'v'/U;t^V'] - 2-7/l';^P7ai^/U} - 1 P^dp^/yl^^^-yxf 

2- {4 - [2- (4-:^ P P 731-/1^) -5 - (i^:^ P :/f^/^;«7/U/^^^ /U) 
^i^t^yl';^'^^/] -.2 -:7/W^P 7 - 1 -iy^ ri^ar^yju^yyyf 

2- {4- [2- (4-^P P y^i^yu) - 5 - { t e r t -y5^/U;<7yW^^ 
^/U) -2 -7yU:^P7 3^^/u} - 1 - v';?' P^df v/7U^>')/ 

2- {4- [2- (4-^ PP7a.::^/U) -5- yff-/]^:^ /^/<'=ey( JU) 
^i/v^/Vi^dj^v'] — 2 -7/l':tP:7 jc::^/^} - 1 - v'tJ' P^^ i/yu^i^y^ 5: ^5'' 

2 - {4 - [2 - (4-i^P P7 ji^yW) - 5 - {( 1 - t Kp ^v'yp/^°:/- 
2-^/u) ^✓'i^yu;^-^v^] — 2 --7 yu:toy ^lz^ji-} -i-i/ 

2- {4- [2- (4-^ PP^o^^/W) -5- (7« h^v^Js^/W^^-Y/I^) ^ 
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wo 03/000254 
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2- {4 - [2- (4-:^ nn^i^/U) -5 - {(2,, 3 -i^.fe Kp ^i^T^P 
tVu) ^/W^^^T/w) ^:y-Jjvit^-s/^ -2-y iVHrny x.~)VY -x—'y^ u 

2- {4- [2- ( 4 - iJ' n n 7 :i. -/W) -5- (N -^^/U- N - p< ^^/U;?; 

2- {4- [2- (4 P P 731-/1^) -5- (N- ^ f^/W-N-T'P If/W 

2- {4- [2- (4 -i^' P p:73i=7^) -5- (N-'f y:/P kVL'-N-^ 
ffVl])VJ<-^y{;V) ^l/-J')V:^^\/'^ - 2 - P 7 ai — /l^} — l-v'^P'^ 

2- {4- [2- (4 P P73iri;U) -5- (2, 6 - f^/W P 
1 ^>>^yu:^^ri/] - 2 - 7yi';^-p :7 - l -v" 
^ p^df^i/yu-^^/iZ-Y $ 5 m^ifis 

2- {4- [5- (rT'^^/U^/W^^^/W) -2- (4-:J^ P P73i=/V') 
v^/l^;^-^^/] - 2 -y f\^irny :!.=:. ;V\ -!-%/■!? n^iiir-yfV^V-/ y{ ^ ^^Z— 

2- {4- [2- (4 P P73i=/P) -5- (T'P tVV;!5;/W^*'f>'V) ^ 
yjjvir^i/'^ -1-y iv:^xiy 3^z^)\^\ -l-iy^ 

2- {4- [2- (4 P P:7cii::pyl^) -5 - {3L=f'fV^jV/<,c^y( ;V) 
i//i':t=35^v'] - 2 - y'7U;tP 7 J.— 7U} - 1 - v^:?' P^drix/W-Oy'^ ^ 

2- {4- [2- {A-'^ nny a^=^/v) -5- { (v^p< ^/W;57/W^*^ /l^) T 
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wo 03/000254 
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2- {4- [2- (4-^ op:7cnc^yi.) - 5- { U 7 ;i7yU7i?=/^) T 
2- {4- [2- (4-t5'Pa73i;i/W - 5 - K^:/i;yU;^:^ri^] - 

2- {4 - [2- (4-i5^nD7i::i/U) - 5- { A :^ /U y( ;U) T $ 
2- {4- [2- (4-:^' p p^ai^/i') -5 - { (i' V ::^p tVu;(;/w-?^W' /I') 

2- {4- [2- (3, 4 -i^7/P^P -5- {y( y \^ 

2- {4- [2- (2, 4-v^77l';<i-P -5- ('T y^/'P 

/^^^/V) v>/W;^.^'>] - 2 -7>'V:^P7 3i::^/V'} - 1 - P ^dri-^/W^ 

2- {4- [2- (3, 5 -i^iJ' P P = -5 - y T'p tVU^/W^ 
^^/l') ^>'v^/^;t^v'] — 2 — 7/P;:^-p ^aicr./U} — 1 — i/^ P'^drv'/V'^:/ 

2- {4- [2- {3-i/xin-A-yjV:^X2y3L=.jv) -5- (^'y:/Pl^ 

- 2 - T'/U:^ p 7 ain/V} -l-i/^p^ilr 

2- {4- [2- (3, 4 -v^iJ' P P -5 - yT'P tV^;{7/U/^ 

2- {4- [2- (4-:^'PP-2-7>'U;rP73i=/U) -5- (-fy'T'Pfc' 
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wo 03/000254 
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2- {4- [2- (4 -^J' a D - 2 -7/l^:tn -5- (fc'pyv'y 

2- {4- [2- (4-:^'no-3-77U;^n73i=/W) ^5- (tfny^^^' 
-1 — f >?U;«7/U7j?=/U) - 2 7rt=/W} 

2- {4- [2- (4-i^no-3-:7/U;^n>'a^^/^) -5- (-T y7°n t° 

2- {4- [2- {4- 7^1=/^} -5- (2-:t=3fyfny 

2- (4 - [2- {4- y=^:^?V) - 5- ('f y ^ a tVv;i7/U 

y^^^yi^) iVHrxiy a:.=:.)V\ - n^^'yjv^ 

2- {4 - [4-:^nn-2- (4 p p 7 -5- (1, l-v^;^- 

2- {4- [4-^PP-2- (4 -i? P P :7 3i-yU) -5- (2-;i-^yt° 

2- {4- [2- (4 -t^' P n73i=/U) -5 - ('I' y:?'n fcfyI/T5 y 
^/l') ^^^5?/U;t^v^] - 2 -7>'U;^P7 3^=>'l'} - 1 - i^ri' P^=¥v'y^^:/y 

2- {4 - [2- (4 -i? P P :7:n^yU) -5- (v't^ 5^/W;^7/Ux-<^x('/l,) v< 

yi^/u:t^iyl -2-y )V:^xiy - 1 -i/-^ u^l/^jv^i^y y( K^:/ 

2- {4- [2- (4 P P 731=/^) -5- ( 4 - t K P ^ v't^^ U t^:/ 
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wo 03/000254 
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- 1 ^i^v^yPj^t-dri/] - 2 -7/U>^-p :7ai=yu} -l-V^ 
2- {4- [2- (4 D P :7 3i=./U) - 5- i^yfZfu}i'/Ujijjl^y<^y(/l^) 

2- {4 - [2- (4-:^^ o a:7 3:=yu) - 5- (^T y ^ p tVV';f;yW^^>r /V') 
^^'v?>'V:t^v^] 73:=-/^} - 1 -i/i^ P^^-f^yW^^y-r ^ ■^'^/—Jl^- 5 

2- {4- [2- (4-:^'PP:73iC^/l^) -5- ( v?^ 5^/^;&/W^^-^ /U) ^ 

y:^::^^ - 1 -i/^ P'^v^yi^^vy-f 5 yy— /I'- 5 -;^7/u 
2- {4- [2- (4 -^J' P P^ai^/V) -5- (4 - t KP^i^lf^y t^^- 

2- {4- [2- (4-^PP7i=yu) - 5- (-Y y T'p tVU;*;/W^^^ /V) 
^:^v'/l'^^v^] ^a^^/V} -1- (t" hyt KPf=-;;e-e'yi/-4-'f>'l') 

2- {4- [2- (4 P P -5 - (fP y 1 -^/U;t7/^ 

-1- (x by t KP^;^-t°y :/-4 

2- {4- [2- (4 -iJ^ P p:73i=yW -5..- (-r y:/p tvi^;i(7/w^^-i'/w) 

^'y-JjV:t^-y^ - 2 -:7/U;^-p 7 -1- (f=- b 7 t KP'^:^t'7 

4_^y^) -<^^y^ ^^y^yi^- 5 ^i^ii^ 

2- {4- [2- (4-^PP73i=>'U) -5- (2-^^ry fP y v'^'- 1 
-^/W ^Ve;^yU;^-^i/] - 2 -:7/^;a-p -1- {y-YyM KP^;t 

2- {4- [2- (4-^ P P73:=/U) -5- ('T yyp tVU;&/W^^^/k) 

^:^v^/u;t^v^] - 2 -7/i';^P :7 3i=/u} - 1 -t'^y v^y ^^^y^ ^ ^y— 
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2- {4- [2- (4 -i^ u p :7^^yu) -5 - (1^x2 ]} i^y^ i-^ ju:tj/u: 
5 y — 7W - 5 - 

2- {4- [2- (4-^ nD73^-yU) -5- ( 2 ->f 5 iJ^>/ U i/^- 2 — f 

2- {4- [2- (4 D P -5- {2-:^^y:i-^i-yv i^y 

2- {4- [2- (4-:^ PP7ai::i/W -5- ( 2 -;rdE^ V-f ^ Jf v':/ 

2- {4- [2- ( 4 - iJ' P P 7 31 -5- ( 2 - ;tdrf- y 2 - ^ 

/I'T^/) ^>'v'/U;t=^V'] — 2 -:7/W;^-p :7ai=:yU} — 1 - v^^? P^dp v^/l^^ 

2- {4- [{2- [{(v»7«^>'W;*>'W^^^/U) 7< - 4- (4 

2- {4 - [{4- (4 -:7/u^D :73ir^/u-) -2- (4-k KPdp->t°-<!J -y 

2- {4- [{4- (4-:7yW;^p ^oi^/l') -2- [ (;i7/W^^-r Z^;^ h=3S^i^) 

2- {4- [{4- (4 -7/^:tP7:ii-;L') -2- (p< /P) 

2- {4- [{4- (4-7/^:tP7aiC^/W) - 2 - {(2-k Kn^i^3:f^yu) 
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wo 03/000254 
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2- {4- [{2- (^A-y jVHs-ny -5 - (v^7« ^/W;^7/W<^-f yl^) 

'^jt^a:^- 3 --fyw} ^ h^rV] - 2 - ^yW:^ P :7 3^ =.yU} _i_-.>^n^dr 

2- {4- [{2- {A~'7jVi^uyz,L=^)V') -5- ('T yyn eyu;{;yw^^^ 
yu) 3 -^yu} p< h^-V] - 2 -7yi';^-P y^i^yl^} - l -v^;J' d 

^drv^yU^V:/-^ 5: ^y-yl^- 5 -;t7yl-?Jt'^^ 

2- {4 - [{2- (4 - :7yu::fn 7 3i::^yw) - 5 - (4 - t Ka=^v^k°^y V' 

ji=yW} - 1 -i/^ n^^->yu^>'>/^ ^ y:/— yl^-~ 5 -^yl'Tj?^'^ ^^^^ 
2- {4- [2- (4 n D :7 j:=y^) -5- (v'p«^yP:!&yW<^><yl') ^ 
-2-y)\^:tnya^=^j\^] -l-i/^ n^^i/jv- b-y- hyV 

5 -^y^^^^>^^ 5: 

2- {A- [2- (4 -;;&yl'#^v':7 3i— /b-) - ^ - ^ u ti-^y-JjU:i-^-y2 

- 2 -:7yU';tn 7aic=.yW} - 1 - v'iS' n^^i^/l'- 5 -x h 7 yU— 5 -^yV 

2- {4- [2- (4-:i' D D 7ai^yu) -5- (-Y P f yU;«7yW^^>i'yV) 
^>'C^yW::t=¥V] - 2 -7yt';tP 73i::iyu} - 1 -i^^J' P^^Sr v'yu- 5 - (2, 
5-v=t Kp-5-:^=¥y-4H-l, 2, 4 v'T yv- 3 --T yu) 

2- {4- [5 -;i(7yV7l?^i/- 2- (4 p p :7 3^^yu) ^V^;^yU;t^i^] 

- 2 -:7yl<';^p 7aic=:yu} - 5 -i^T y - 1 -i^^ o^'S^-iyju^yy^yf 

2- {4- [2- (4-:?^ PP:7 3i=yu) -5- 9^yw;J;yw^^>r yu) ^ 
yi^ju^^-y^ - 2-y/i^:tuy - 5 - v'T/ - 1 - v-^ P^df-i/yu^ 

2- {4- [{N- (4-i^>f-yU;&yU/^^^yu) -N- ( 4 -yy^;^-p 7ct = 
yu) T^y} p^^yi'] 7ai=yu} - i -iy^ x2^^-y/u^y:/y( % yy^ju- 5 
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wo 03/000254 



PCT/JP02/06405 



2- {5- [k';^ (3 -:7/u;^-p 7 3^^>'^) ^^yu] - a-m 
31-/1^}- 1 --y^ u^^^y/i^^yyy( ^ yy—/u- 5 -:Jtj/u:^>m. 
2- {3- [t*;^ (3-7Muy - 2 - 4 - 1 

KP=3E^v'7 3i=^yu}- 1 -i^^ u^ef-i^/i^^yy^f ^ ^y^^u- 5 -^/UtJ?:^^. 
2- {4- [(3 -vf.?«^/i';i(7/w^^>f /I'^ct^/i^) (4-7/u:a-p:7 3i^>'V) 

2- {4 - [{3- (4-t KD=Sri^t°^y •i^/l'- 1 — < /l';(7/U7i?=/U) ya^:^ 
yu} (4-7/V;d-D7 3i=/i') p< h^v'] - 2 -y/i':^uy 3^=^/1^] - 1 -i/^ n 

1- {[2- {4- ([4- (4-7>'l';d-n:7 3i;r/U) - 2- :^'flV^T^/—)V 
{[2- {4- [if 7^ {Z-y}V:^uy 3^=.;u) ^ V^^y^ - 2 -y ji^Hrny 

2- {4- [2- {A-^ nuyoLZ^jV) -5- (1, 1 - v';t:ar y V 
yy i^^^- 2 ^yV';v:t^'y'] -2-y;\^:^viy a^z^M - i-^y^u 

^^-y/u^yyy(^^y^—ju-5-:^/^:^yM M^^. 

3 - {[4 - (5 -T^ y ^^y^Tj^-zL'- 1 --y^ VL^^-y)V^y^J y{ % ^V—JV 
-2-4 JV) - 3 ->'>'>;d-P 7cc/ dri/] - 4- (4 -^^ P P 7 ji^/U) 

-N->r yyp kf'/u^vXT 5 h\ 

2- [4- {2- (4-:^ PPy'^i^/U) -6- ('T y ^P tVWT 5 7 * yl^jK 

•^y^jivir^'y] - 2 -y/w?^-p y cc^/w] - 1 --j/^ P^dr->'/u^:<^y 

2- [4- {2- (4 P P y ai^yW-) -4-y7V;^P-5- (1, 1 -v? 
:^=ary't' y^^ryy v'>'-2-^yi^) ^:/v^/i';a-=¥v'} -2-y fVHrny a:.=:^)V\ 

2- [4- {2- (4-:^' P Py^^/U) -5- y y'P tVVT 5 y 
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wo 03/000254 



PCT/JP02/064a5 



:^ h^^y^yy^'{ -ji3J\^7^ym 

2- [4- {2- (4-:^' P P ^ai^/W) -5- (N-'l' V :/P lf>'^;^7 7^xi?— 
/^-N-7« ^7l^T 5 /) ^yi:^ji-::t'^iy} - 2 -7/w;rp -i-i^^ 

2- [4- {2- (4-:^ PP^ai^^'U) -5- (-f V^P k'>'U;{;/U7K=/WT 

5:7) "^i^v^/W;^^^/} - 2 -7/i';d-n :7 ji^yu] - 1 - v'iJ' P^drv'/i^^^^y 

2- [3- {[4- z^z^^l-) - '2. - :^^i\^^T V—JV- h ->{ 

)V\ -4- t KP'3ri/7 3:=>^u] - l-^y^f xi^^-y)\^^vV ^ 

— /w- 5 -;&>'U7t?:/^. 

2- [4- {2- ( 4 - P P 7 31 -4-7/U:^P-5- (2-:^^y 

t°p U t^v- 1 --Y/i^) ^i/-J;vir^-y\ - 2-y )Vi>rxiy aL=.)V\ -x-^y^ 

2- [4- {2- (4 P P ^^i^y'U) -5- (^^/WJ^y^^J^/WT^ /) 

2- [4- {2- (4 P P -5- [N-p^f^/I^-N- (7^ 5^/^ 

2- [4- {[3- (4-^5^ P P7ai-/U) -6- ( 2 -^dr y t°P JJ v'^'- 1 
-^/W \f]}i^:^-2 — -2--yjvirny aL=^;V] -1- 

2- [4- {2- (4-^PP73i=/W -5- {T±^;VT% ^) ^l^x^ji^ 
— 2 — y ;V:^ny — l —-y^i; n^^i/jv^y :/ ^ ^yr—ju— 

2- [4- {2- nuy - 5- (N-T-fe^yU-N-^^f'yl' 

r^y) ^i^v'/U;t=¥i^} - 2-7/U:tP7a:=7l^] - 1 - v-^ p^df 
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wo 03/000254 PCT/JPOi/06405 

2- [4- {2- (4-^ ci ay 3^:^/1^) -5- {N -T±=f-jy-N -zfnlf 

2- [4- {2- (4 -^^^ D p ^oi^/U) -5 - [N-a:^>U-N- (t^ ^>'l< 

2- [4- {2- (4 P n -5- [N- (p{ — /U) 

2- [4- {2- (4 -tJ' P P ^o-^/U) -5- (N-r-fe'^/W-N-;»(^7^ 

2- [4- {2- (4 -^J' P P y'oirr^/U) -5 - [N- 
-N-^^^/l^T 5: y ] ^>v?/P;^-:3ri/} - 2 -7/U;^p :7 ai^yW] -l-v-^P 

2- [4- {2- (4 P P -5 - [N-^f^/U-N- 

:^;viS^^;v) ^:/v^/^;<^^v'} - 2 -y'>'U;d-P7 3i=/i^] -i-v^^'p 

2- [4- {2- (4 --^ P P ^i^yU') -5 - [N- (ai9^/l^;i7/^Jj?-/H 
-N-y f'yi'T 5: y ] - 2-y ;Vtny :c^=-;V] -1-i/^p 

2- [4- {2- (4 P P - 5- [N-^n^/w-N- (j^f^vU 

2- [4- {2- (4 p p -5-y h^i/^:/v^yW;^^v'} - 

2- [4- {2- (4 P P -5- (N-T'fe^yl'-N-'l' VT' 
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wo 03/000254 



PCT/JP02/06405 



{[2- {4- [2- (4-i?DP7i-/l') -5- {2-:^^y\fn]}-Jl^- 

)V\ *>rU2t?:=./U} - /3 - D - P 
2- {4- [2- (4 -i^' P n73i:=.7W) -5-7< h ^^'^^'i^'yl^;^-^-^] 7 

- 1 -i/^ p^:^f i^/w^ V 5 -:«7/W7}?:/^y ^^uzcj^r-yK 
2- {4- [2- (4-^DP73:r^yU) -5-^ y^i/^^y-yjv-^^l/l y 

- 1 -i/^ P^^V/l^- 1 H-'Y K— /i^- 5 -ytj;\^7i^y^, 
2- (4 -^✓'v?/l';r=^v'7 3i=yl-) - 1 -v'^ P^:/^yU- 1 H-^ 

/u- 5 

2- (4 -'<:^v'/U;d-=^rv^7 3i=yu) - 3 - v':^ P'^^v'/U-Y 5 ^i/ [1, 2 
-a] t'y v?:/- 7 -;«;/i'Ji?i^^^^yi':j^;^x/K 

2- {4-^y-J'/ly:t^iyy - 3 -v'^ P^^v-zw^ 5 [1, 2 

-a] t°!; v^>- 7 -;<7/^#>'^, 

2- {4- [2- (4 P P -5-p« b^i^^>'v?/V';t^->] 7 

3i=yU} - 3-i/^ P^=¥v'/l'- 3H — f^Vy^ [4, 5-b] fyi?y-6- 

2- {4- [2- (4-^ P P7cc=yw) -5- V :/p l^/l^;57/W^^-f yu) 
^^^■v'/W^drv'] ^ai-Zl-} - S-iXi? P^driyyU- 3H — (X^y [4, 5- 

2- {4- [2- (4-^ P P73i:^yW) -5- (t°P U i?:/- 1 -^^'V^/U 
7}?::i7l^)^>'v'>»k;^-dE^->]7a:=>'V}- 3 - P ^df^^Z/V- 3 H — C $^i/[4, 

5-b3 }f V 1^-6-^/1-:^ i^m Mmm^b^j:^m^r}mttfi?>mi^m2 9 

62. 2-{4-[2- (4-^ nuy :x^=^jU) -5- ( 4 y U 

2- {4- [2- (4 P P73i^/W) -5-t KP^^^^:^i^/l':^'¥'>] 
1 -'y^ P^=ari//u^>'y-i' 5 ^y—)V- 5 itifit. 
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wo 03/000254 



PCT/JP02/06405 



2- {4- [2- n7ai^/W) - 5- y^fu ;U/<.^^ /]^) 

2- {4- [2- (4 -iJ' n n^ais/U) -5- (N-^ y f/U-N-^ 

2- (4- [2- (4 — ^ P n :7 j:— >'U) —5— (y zi. jUy<^4 ^i') 

2- {4- [2- (4 P P^ai^yU) -5- ( 4 - b If ^ JJ y 

/u- 5 

2- {4- [2- ( 4 - P P :7 31 -5- ( 3 - t Kp =¥i/yp tVW;^ 

2- {4- [2- (4-i}'PP73i=/W) -5- (2-t Kp'35^^/'3: hdr$/) 
^>'v'7^:t=3E^v'] - 1 -i/^ P^^-i^/U'<:/i/'l' ^ ^>^— yl^- 5 

2- [4- (2 -T'P^- 5 b n^>'v?/^;t^v') - 2 - 7;^:^ P 7 ic- 

71^]- 1 - v'i5' p^df-iz/u^^-y-f 5; yy—jv- 5 9^/1^0:;;^ -r/v^ 

2- [4- {2- (4 P P 73i=yu) - 5 hP^>'-^'>'U;^-^v'} -2 

2- [4- {5-T5y-2- (4 P P:7 3irr/V) ^>'e;?yU;^-dr t/} -2 
- >'>'U;^P :7 3i::^>'p] - 1 -^y-^ P^drv'/U'^i/)/^ ^ ^y^)V— 'Q—iOfVi^l/ 

2- [4- {2- (4-^PP73i=>'W -5- (2-;t=¥y fP y v?i^- 1 
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wo 03/000254 



PCT/JP02/06405 



2- [4- {2- (4 P P7a:r^/U) -5- (2-^^yk'P y v?^^- 1 

V4 % ^V—iv- 5 -;«7yU7j?:/g^ 

2- {4- [2- (4-:^'PP7ctzi/U) -5- (4 - > f-ZWh'^U 1 
—A)\'^)\'i^=^)V) ■^'y\^jvi^^^y'\ 7cc=yw} - 1 - P^^i//l'^:^y^ 

2- {4- [5-T-fe^/V-2- (4 P n v^/l^;^^ v"] 7 

2 - {4 - [2 - (4-:^^PP7 ^riyl') - 5- {(4-tKpdriy h"^ JJ 

2- {4- [2- (4 -^J' P P ^ai^/l') -5- {l-i- hdri/) ^ 

2- {4- [2- (4 -tJ' P P :7 -5- {2- (2-7< hdrv^ach^E^ 

2- {4- [2- (4 P P -5- {-i ^ 

2- {4- [2- (4 P P -5- (2 -^^^yP^ry— yV- 4 

2- {4- [2- {A.-^ uny au^iV) -5- (3, 4 - v?t Kp ^i^ti*^ 
y i^^^- 1 -^>'^;^;7Pxl?=/w) ^:y-J)Vir^v'\ y au=^)V\ -i-->x^p^^-> 

2- {4- [2- (4 P P 7i-yl^) -5- (3-p<5^/P-l, 2, 4- 
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wo 03/000254 PCr/JP02/06405 

2- {4- [2- (4-;^ P 0 -4- ('f y^'P t°yW*/W^^^/U) . 

2- {4- [2- i4--!^x3tiy:xu=^jV') -4- ( t'^y v?7>/U7^=>'U) ^- 
2 - {4 - [2 - (4 - ^ P P73i^/U) - 5 - {( 1 - t Kp^V- 2 
2- {4- [2- (4-^PP73i=;V) -5- (4, 4 - v'p' ^/V- 2 

2- {4- [2- (4 P P :7 jL^/V) -4- (4- t KP=3rv^t°^y v'V 

- 1 -■i'>'^;<7>'i^'K— /U') ^Vv^/i^::^^^/] ^ct^/v} — 1 — v'i5' P-^^v^/U'-<>' 

2 - {4 - [2 - (4-:^^ DP73i^/V) -4- {(2-t Kp ^api/n^^/l-) 

/w^^xf/u} ^^^iPf/wj^^i/] :7 3i:^/i'} - 1 -^/-^ P^53ri^/i'^:^>^'f ^ yy 

2- {4- [2- (4 -iJ' P P -4- { (4 - fc° iJ v^/P^ f^^l^) ;J7/l' 

• 2- {4- [2- (4 P P y'ai^yu) -4- (v'p^ ^/U:;57/W^*-i' yl^) ^ 

2- {4- [5- (2-T5:y^Ty— 71— 4--^/l^) -2 - (4-i^PP7 

- 5 -;;(7 7i'#i^^ 

2- {4- [2- (4-:i' PP7a:=7W) -5- ( 4 - t h'P df^i^ t*f< P i^^' 

- 1 --l'7U;^7W/i^=7U) •^>'i^7>:t-^e/] 7 j:=7U} - 1 -i/'^ P^^i/7U^i^ 
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wo 03/000254 



PCT/JP02/06405 



2- {4- [5- (v^^5^/u;i7yu/^^'i'yi') -2- (4 -y y 

2- [4- [5- (-;>7<f^yv;it7/w^^^yv) -2- ( 3 -7y^;a-t3 

2- {4- [2- (5-1^ tiuf-7i-y3^y^2 — T/k) - 5- (v'^ 5^/U;{7/W 

2- {4- [2--/n^-5- (5-7J^;V;^-=¥i^:/— /V- 2-^^^ ^Vv? 

2 - {4 - [2-yn^-5 - (5 -^^/I'^Ty-/^- 2 --I'/l^) ^Vv'/L- 

^^^^^^ > 

2- {4- [2- (4 D P -5- ( 5 - ^yl'J^^f-y— /U- 

2- {4- [2- (4 -i^ P P :7ai-/W -5- (5 /I'- 2 

2- [4- [2- (4 P P :7 3i=yl/) -5--7' h7>'^>'l^-5-'l'>'^^V 

2- {4- [5-^np-2- {4-\yT y y ^l^-J;v:^^iy''\ y 

2- {4— [5-:i'PP-2- (4 -T h 7>'^/^- 5 -^/W7 3i— /U) ^1/ 

579 



wo 03/000254 



PCT/JP02/06405 



2- {4- [2- (4 P D -5 - {2- ( 4 - t Kp =3rC/t:°^ 

2- {4- [2- (4 a n -5- ( 2 -:tdr y U v^:^- 1 

2- {4- [3- ^A-'ip nxiy -5- ^^/Uj^yW^^^T/i^) 

^/v'/Ui^^i/] - 2-7/l';^P7 3i=/l'} - 1 - i/^ P^^ari^yu^i^)/^ ^ 

2- {4- [2- (4 -i^ P P 731— />) -5- (N- fc KP=ac^i/T 5 i^/) 
^y^J^jVU-i^"-/^ -l-y jvirny -\-\/^xi^^''y)i'^y-/y( 

2- {4- [2- (4 -i? P p :7 3iriyW -5- (2, 5 - v't Kp - 5 
=ary-4H-l, 2, 4-;^-=aei^v?Ty-/u-3-^/u) ^^V' fVisr^/yi -2 

2- {4 - [2- (4-^ P P73i=/l^) -5 - (2-;d-^y- 3H- 1 , 2, 
3, 5 -;t-^f-^Tv'Ty— /u-4--i'/w) - 'l-y )\^irxiy 

0^=-)^] u^^-y)V^i/V ^ %drV—)V-^-ti)Vi!^y^ ^^^^ 

2- {4- [2- (4 P P yjt^yu) -5- (2. Kp-5-;^- 
=^y-4H-l, 2, 4-'^rv^Ty— >'U-3--l'/U) -2- 

y/u;^p y 3:=^/^} - 1 -i/^ p^^>'/u^:xy^ ^ ^y—yu- 5 

2- {4- [2- (4 P P y -5- {i/ ^ xi -f U \^ )Vfi )V ^ 

2- {4 - [2- (4 P P y - 5- (i/;^' P y^/U;&/W^^^ /V) 

^>'v^7i';e-:3E^'>] - 2-y/w;rp y^i^/i'} - 1 --y^ p^dri//p'<>'y^ 5 y 

580 
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wo 03/000254 



PCT/JP02/0640S 



2- {4 - [2- (4:-^ PD^ai^/k) -5- (t e r t --ff-JUilJU/^^ 
2- {4- [2- {A--!^ nuy a^=^;V) -5- y l^^^/Uj^/W^^^TyU) 
2- {4- [2- (4 -i? n n^aiz^yw) - 5- {(1-t K p :3r iXT'n /n":/- 
2- {4- [2- (4-^ Pn^ai^/P) -5— h ^v'^yW^^^T /l') ^ 

2 - {4 - [2 - (4-i^ P a:7^z::/W) - 5- {(2, 3-i>t Kn^>':/p 

2- {4- [2- (4-:^ P a -5- (N- J^^/^-N-p< ^/U;* 

^>'v'7V:t^V] - 2 -7/P;^P73:=/V} - 1 --i/^ P'^^ri/'/V 

2- {4- [2- (4 P n i?;^;!/!.) -5- (N- p< ^^yl^-N-^P tVU 
2- {4- [2- (4-i5^ P P73^=/W) -5- (N-'Y y T'p tVl^-N-^ 

2- {4- [2- (4 -iJ' P P y^c-yl^) - 5- (2, 6 - v';* U 

^p^dfiz/k^^^y^ $^y— /u- 5-;{;/U7j?i^@f ifii^lt^ 

2- {4- [5- i'f^/\^:^Ji^y<'ir^/l^) -2- (4 -tJ' P P73i::i/U) ^> 
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wo 03/000254 



PCT/JP02/06405 



2- {4- [2- (4-:^ nn^airi/l') -5- (^n tVW^^W^^-fyW) ^ 

2- {4- [2- (4 P P :7 3i=^7W - 5- ;vA^-i ;v) 

2- {4- [2- (4-:i'OP73i=7U) -5- { (i;'7< f^/W-^/l^^^^-f /W) T 
5/} ^Vi^yV:^-^^^] - 2 — :7/l/:^P — l -'>':^^ p^drv'>'V"<:/y 

2- {4- [2- (4 P P73iri/p) - 5- { (^yW/fc y y ;(;/W7i?::^yU) T 
57} ^^^v'/W;^^V'] - 2 -:77W;:t-P7a:— yU-} - 1 - rJ' P ^ df ->'/l'^ ^ 

2- {4- [2- (4-:?' PP73iri/U) -5-^>U''l' K^>'v^/W';^-^-i^] - 
2 -7>'V;j-p:7 3i=/v} - 1 -i/^ u^'i(-i/yu^:yyy( 5 ^V^jv- 5 -;{7 7W7l? 

2 - {4- [2- (4 -iJ' P P7a:=yi') - 5- {(^^>'U;«;/w^^-r>'i') T5 

2 - {4 - [2- (4-^ P P73:=/U) -5 - yT'P l^/l^;(7/t'/^^'l'/U) 
T^y} ^i/v^/V;t=¥t^] - 2-7yi^;^P7 3:^yu} - l -i/'^ P^df-yyv-^y 

2- {4- [2- (3, 4-i?7>'U;tP7ai::^>'W -5- y^ta lfy>;^7/V 

2- {4- [2- (2, jvirny -5- (>r yy'p tVi^;^/^ 

z^^'f/v) ^>'v'/i';^^->] -2-y tvituy zc:=.)V\ - i - v^j^ p^df^v'/u^ 

582 



wo 03/000254 



PCT/JP02/06405 



2- {4- [2- (3, 5 -i^:^' o P73ir^/W) -5- y^n lfyU;(;/W^ 

2- {4- [2- (3-^nn-4-7/V;t-P7a:=/l') -5 - (^y^nt" 

2— {4 - [2- (3, 4 - v'i^ a D ^ai;:!/!') -5- C^' y^n tVU-;^/W-^- 

2- {4- [2- (4-^PP-2-7/l^;i-P7 3i:::^yl^) -5- (-Y y^^P t° 

2- {4— [2- (4 -i? P P - 2 -77U;tn y 31=./^) -5- (t'p y v=>' 
— 1 — 'l'/i';*/k7j^'=^7V) ^✓'iz/V;^^ v-] — 2 — y/W::^P y — 1— v':^' 

2- {4 - [2- (4-:J'PP-3-y>'U:^py3i=/^) -5- iifuVi^:^ 

- 1-^ ^:/i;'7U;t^v^] -2-y/w;^-pyai^/k} -i-i^jj' 

2- {4 - [2- (4-^PP-3-y>'V:tPy3i=yW -5- (-fyypt" 

i//^^:/y-('5yy-/w-5-;^;/^^V^ 

2- {4- [2- {4- y^ir^/v} -5- (2-;^^yifp!; 

v'^-l-'f/w) ^;/v'7i';f^v'] -2-y;V:^uy 3l:^;v] - i-i/^ 

2- {4 - [2- {4- (^5^71-5^:^) ^'air^/U} ~5- u \f ;U ;V 

/<.=^-i ;V) '<>'v'/U;e-drv'] - 2 - y /U-:^ n y 31 c:./^} - 1 - v'y P v-yk^ 

2- {4 - [4-^PP-2- (4 P pycc^yV) -5- (l, 
dry^fy^^zyy v':/-2-^/U) -<>V'jV:t^i/'\ -2-y;V^uy 

583 



wo 03/000254 



PCT/JP02/06405 



2- {4- [4-:^'op-2- (4-^ nD73^=^yb) -5- (2-;i^^yt"' 

2- {4- [2- (4-t5'aD73ic^/W -5- y :/p tVUT $ 7 ;^yVJfc 

2- {4- [2- (4 -iJ' D □ - 5- (v'p* 5'^^;*/^^'^^^/^) ^ 

:y'yivir;^'y^ - 2-y i^^irny :c=.jv\ - i - v^^J? P^^^/i^^i^y^ ^ yy 

2- {4- [2- (4-^PP73i:^/V) -5- ( 4 - t F P 'Sr V U i^:^ 
- 1 - 2 -7yi^;fp ^^^^/u} -l-i/^ 

2- {4- [2- (4 -i^ P n -5 - (-Y V T'p tVU';«7/W^^-l' yW) 

2- (4 - [2- (4-^p P73^::^;v) -5 - (>f y ^p kVi':<;;w-^^>i' ;v) 

2- {4- [2- (4 P n :7 3i-/u) -5 - ( ^/l^;^/l^/^^-f yl') ^ 

2- {4- [2- (4 -i^' p P -5- (4 - k KP=¥'>t^'^y v^i^ 

2- {4- [2- (4-:J' P P:7rc^;W) -5- y :/p tVl^;^7/V/^^-l' /I^) 
^>'v^/i/;^^v'] :7a:^/k} -1- h 7 t K d f-;^- k°7 V- 4 --T /i^) 

2- {4- [2- ( 4 - :^' P P 7 31 ::^>'U) -5- ( fc" P y v^i^- 1 /I^:*/^ 

584 



wo 03/UU0254 



PCT/JP02/06405 



2- {4- [2- (4-^ n a7a:=yu) -5 - y Ifyujij/W^^^r;^) 
2- {4- [2- (4--!' viuy:,^:^;^) -5- {2 -T^-^y \f n ]} i»- \ 
2- {4- [2- (4-:i'nP73ir^yW) -5- (-f y ^ p tVU;(;/U/^^>r /^) 

^>'i;'>'u;^'^v^] - 2-y ix^ituy 3^z=.jv\ - 1 - y v^y 5 

2- {4- [2- (4-:^' cip^a^^/i') -5- (fn U v':/- 1 /U;*;;!^ 
i^=L)V) - 2 - 7;^;?}-p y'ai— /i^} - 1 - U v>y ^✓'v'^ 

2- {4- [2- (4-^ PP:7a:;^yW) -5- ( 2 --T $ y 2 --f 

2- {4- [2- (4-:^' P P73i=.;W) -5- (2 y V i^y 

2- {4- [2- (4-:J^ PP7;cziyV) -5- ( 2 -^^-^ y ^ ^ P v?^/ 

2- {4- [2- (4 -tJ' P P :7 3iziyv) -5- (2-:t^f-yy 2-^ 
/I'T^y) ■^✓'v'/Uj^dri/] - 2 -77l':tP y^ici^/W - 1 - v'rJ' p^^v^/V^ 

2- {4 - [{2- [{(i;^p<f^/U;&/W^^^yv) p< h^i^} y ^/P] - 4- (4 
-7y>:tP7 3i=/l') f^ry— yV- 5 y h^ri/] 7rc=7V} -l-i^^ 

685 



L 



wo 03/000254 PCT/JP02/0640S 

2- {4- [{4- (4-7/U;tP7 3i=/V) -2- (4 - fc Kn ^v-f-^H 
1 — Y/v-^^yu) ^ry— /U- 5 --T/i^} p< h^v'] :7 3:— /V} -l -iX:^ 

2- {4- [{4- (4-7yU;^-D7 3:=yv) -2- [(;&yw^^'i'/W> h:^-^) 

2- {4 - [{4- (4-7;V:^n7 3:=7V) -2 - (p(5^yV;57/W^^>fy^)^ 
yi^- 5 -^>'i^} p< h=^^y] - 2 -7/^:<^P /U} - l - v'jf p^dr^/ 
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